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Quickly take the heavy out of menstrual bleeding
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ORIAHNN is the first oral
treatment specifically indicated
for heavy menstrual bleeding
due to uterine fibroids in
premenopausal women1
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of women taking ORIAHNN met the
primary endpoint (n=189) vs 11% of those
who received placebo (n=94) at Final Month
in ELARIS UF-2 (P<0.001)1,*
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Results were similar in ELARIS UF-1: 69% of women taking ORIAHNN met the primary endpoint (n=206) vs 9% of those who received
placebo (n=102) at Final Month (P<0.001).1,*
ORIAHNN was studied in two 6-month, randomized, double-blind, placebo-controlled Phase 3 studies (ELARIS UF-1 and UF-2) of 790
premenopausal women with heavy menstrual bleeding due to fibroids aged 25 to 53 years. ORIAHNN met the primary and all 6 ranked
secondary endpoints in its pivotal trials.1,3

•

Discover results across fibroid sizes and locations at OriahnnHCP.com
INDICATION
ORIAHNN™ (elagolix, estradiol, and norethindrone acetate capsules;
elagolix capsules) is indicated for the management of heavy
menstrual bleeding associated with uterine leiomyomas (fibroids) in
premenopausal women. Use of ORIAHNN should be limited to
24 months due to the risk of continued bone loss, which may not
be reversible.
IMPORTANT SAFETY INFORMATION
THROMBOEMBOLIC AND VASCULAR EVENTS
Estrogen and progestin combinations, including ORIAHNN, increase
the risk of thrombotic or thromboembolic disorders, including
pulmonary embolism, deep vein thrombosis, stroke, and myocardial
infarction, especially in women at increased risk for these events.

ORIAHNN is contraindicated in women with current or a history of
thrombotic or thromboembolic disorders and in women at increased
risk for these events, including women over 35 years of age who
smoke and women with uncontrolled hypertension.
CONTRAINDICATIONS
• ORIAHNN is contraindicated in women at a high risk of arterial,
venous thrombotic, or thromboembolic disorders; who are pregnant;
with known osteoporosis; current or history of breast cancer or other
hormonally sensitive malignancies; known hepatic impairment or
disease; undiagnosed abnormal uterine bleeding; known anaphylactic
reaction, angioedema, or hypersensitivity to ingredients of ORIAHNN;
or with concomitant use of organic anion transporting polypeptide
(OATP) 1B1 inhibitors that are known or expected to significantly
increase elagolix plasma concentrations.
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Please see additional Important Safety Information on next page and Brief Summary on the following pages of this advertisement.
*Primary endpoint was defined as ≥50% bleeding volume reduction from baseline to Final Month and <80 mL bleeding volume at Final Month. Final Month is defined as the last 28 days before
and including the last treatment visit date or the last dose date. This can occur anytime from Month 1 to 6 in the pivotal studies.1
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WARNINGS AND PRECAUTIONS
Thromboembolic Disorders and Vascular Events
• ORIAHNN is contraindicated in women with current or a history of
thrombotic or thromboembolic disorders and in women at increased
risk for these events. Components of ORIAHNN increase the risk
of thrombotic or thromboembolic disorders, including pulmonary
embolism, deep vein thrombosis, stroke, and myocardial infarction,
especially in women at high risk for these events. In general, the risk is
greatest among women over 35 years of age who smoke, and women
with uncontrolled hypertension, dyslipidemia, vascular disease,
or obesity.
• Discontinue ORIAHNN if an arterial or venous thrombotic,
cardiovascular, or cerebrovascular event occurs. If feasible,
discontinue ORIAHNN at least 4 to 6 weeks before surgery of the
type associated with an increased risk of thromboembolism, or
during periods of prolonged immobilization. Stop ORIAHNN if there
is sudden, unexplained partial or complete loss of vision, proptosis,
diplopia, papilledema, or retinal vascular lesions and evaluate for
retinal vein thrombosis immediately.
Bone Loss
• ORIAHNN is contraindicated in women with known osteoporosis.
ORIAHNN may cause a decrease in bone mineral density (BMD) in
some patients, which is greater with increasing duration of use and
may not be completely reversible after stopping treatment.
• The impact of ORIAHNN-associated decreases in BMD on long-term
bone health and future fracture risk is unknown. Consider the benefits
and risks of ORIAHNN in patients with a history of low-trauma fracture
or other risk factors for osteoporosis or bone loss, including those
taking medications that may decrease BMD (e.g., systemic or chronic
inhaled corticosteroids, anticonvulsants, or proton pump inhibitors).
• Assessment of BMD by dual-energy X-ray absorptiometry (DXA)
is recommended at baseline and periodically thereafter. Consider
discontinuing ORIAHNN if the risk associated with bone loss exceeds
the potential benefit of treatment. Limit the duration of use to 24
months to reduce the extent of bone loss.
Hormonally Sensitive Malignancies
• ORIAHNN is contraindicated in women with current or a history of
breast cancer and in women at increased risk for hormonally sensitive
malignancies, such as those with mutations in BRCA genes.
• The use of estrogen alone and estrogen plus progestin has been
reported to result in an increase in abnormal mammograms requiring
further evaluation. Surveillance measures, such as breast examinations
and regular mammography, are recommended. Discontinue ORIAHNN
if a hormonally sensitive malignancy is diagnosed.
Suicidal Ideation, Suicidal Behavior, and Exacerbation of Mood
Disorders
• Depression, depressed mood, and/or tearfulness were reported
at a higher incidence in women taking ORIAHNN (3%) compared
with placebo (1%) in the Phase 3 clinical trials. Suicidal ideation and
behavior, including a completed suicide, occurred in women treated
with lower doses of elagolix in clinical trials conducted for a different
indication.
• Promptly evaluate patients with depressive symptoms to determine
whether the risks of continued therapy outweigh the benefits. Patients
with new or worsening depression, anxiety, or other mood changes
should be referred to a mental health professional, as appropriate.
• Advise patients to seek immediate medical attention for suicidal
ideation and behavior. Reevaluate the benefits and risks of continuing
ORIAHNN if such events occur.
Hepatic Impairment and Transaminase Elevations
• ORIAHNN is contraindicated in women with known hepatic
impairment or disease.
• Transaminase elevations in alanine aminotransferase (ALT) and
aspartate aminotransferase (AST) occurred with ORIAHNN in Phase
3 clinical trials. No pattern in time to onset of these liver transaminase
elevations was identified. Transaminase levels returned to baseline
within 4 months after peak values in these patients.
• Instruct patients to promptly seek medical attention in case of
symptoms or signs that may reflect liver injury, such as jaundice.

Elevated Blood Pressure
• ORIAHNN is contraindicated in women with uncontrolled
hypertension. Maximum mean increases in systolic blood pressure
occurred at Month 5, and a mean maximum increase in diastolic
blood pressure occurred at Month 4 in ORIAHNN-treated women, as
compared to placebo-treated women.
• For women with well-controlled hypertension, continue to monitor
blood pressure and stop ORIAHNN if blood pressure rises significantly.
Monitor blood pressure in normotensive women treated with
ORIAHNN.
Gallbladder Disease or History of Cholestatic Jaundice
• Studies among estrogen users suggest a small increased relative
risk of developing gallbladder disease. For women with a history
of cholestatic jaundice associated with past estrogen use or with
pregnancy, assess the risk-benefit of continuing therapy. Discontinue
ORIAHNN if jaundice occurs.
Change in Menstrual Bleeding Pattern and Reduced Ability to
Recognize Pregnancy
• ORIAHNN may delay the ability to recognize the occurrence of a
pregnancy because it may reduce the intensity, duration, and amount
of menstrual bleeding. Perform pregnancy testing if pregnancy is
suspected and discontinue ORIAHNN if pregnancy is confirmed.
• The effect of hormonal contraceptives on the efficacy of ORIAHNN is
unknown. Advise women to use non-hormonal contraception during
treatment and for 1 week after discontinuing ORIAHNN.
Effects on Carbohydrate and Lipid Metabolism
• ORIAHNN may decrease glucose tolerance and result in increased
glucose levels. More frequent monitoring in ORIAHNN-treated women
with prediabetes and diabetes may be needed.
• In women with preexisting hypertriglyceridemia, estrogen therapy
may be associated with elevations of plasma triglycerides leading
to pancreatitis. Use of elagolix is associated with increases in total
cholesterol, low-density lipoprotein cholesterol (LDL-C), high-density
lipoprotein cholesterol (HDL-C), and serum triglycerides. Monitor lipid
levels and consider discontinuing ORIAHNN if hypercholesterolemia
or hypertriglyceridemia worsens.
Alopecia
• In Phase 3 clinical trials, more women experienced alopecia, hair loss,
and hair thinning with ORIAHNN (3.5%) compared to placebo (1.0%).
In almost one-third of affected ORIAHNN-treated women, alopecia
was the reason for discontinuing treatment. No specific pattern was
described. In the majority of these women, hair loss was continuing
when ORIAHNN was stopped. Whether the hair loss is reversible is
unknown. Consider discontinuing ORIAHNN if hair loss becomes a
concern.
Effect on Other Laboratory Results
• The use of estrogen and progestin combinations may raise serum
concentrations of binding proteins (e.g., thyroid-binding globulin,
corticosteroid-binding globulin), which may reduce the free thyroid
or corticosteroid hormone levels. Patients with hypothyroidism and
hypoadrenalism may require higher doses of thyroid hormone or
cortisol replacement therapy, respectively.
• The use of estrogen and progestin may also affect the levels of sex
hormone-binding globulin, coagulation factors, lipids, and glucose.
RISK OF ALLERGIC REACTIONS DUE TO THE INACTIVE INGREDIENT
(FD&C YELLOW NO. 5)
• ORIAHNN contains FD&C Yellow No. 5 (tartrazine), which may
cause allergic-type reactions (including bronchial asthma) in certain
susceptible persons. Although the overall incidence of FD&C Yellow
No. 5 (tartrazine) sensitivity in the general population is low, it is
frequently seen in patients who also have aspirin hypersensitivity.
ADVERSE REACTIONS
• Most common adverse reactions occurring in ≥5% of women receiving
ORIAHNN in clinical trials were hot flush, headache, fatigue, and
metrorrhagia.
These are not all of the possible side effects of ORIAHNN.
Safety and effectiveness of ORIAHNN in pediatric patients have not
been established.

Please see Brief Summary of full Prescribing Information on the following pages of this advertisement.
References: 1. ORIAHNN [package insert]. North Chicago, IL: AbbVie Inc. 2. Data on file. ABVRRTI71860. 3. Schlaff WD, Ackerman RT, Al-Hendy A, et al. Elagolix for heavy menstrual bleeding
in women with uterine fibroids. N Engl J Med. 2020;382(4):328-340.

©2021 AbbVie Inc. North Chicago, IL 60064

OBGYN1021_CV2-006_Orihann.indd 3

FS:6.9375"

US-ORIA-210171

May 2021

11/29/21 10:57 AM

S:9.625"

c

S:14.625"

DO NOT RE-SIZE
US-ORIA-210171

ORIAHNNTM (elagolix, estradiol, and norethindrone acetate capsules; elagolix capsules)
co-packaged for oral use

WARNING: THROMBOEMBOLIC DISORDERS AND VASCULAR EVENTS
• Estrogen and progestin combinations, including ORIAHNN,
increase the risk of thrombotic or thromboembolic disorders
including pulmonary embolism, deep vein thrombosis, stroke
and myocardial infarction, especially in women at increased risk
for these events [see Warnings and Precautions].
• ORIAHNN is contraindicated in women with current or a history
of thrombotic or thromboembolic disorders and in women at
increased risk for these events, including women over 35 years
of age who smoke and women with uncontrolled hypertension
[see Contraindications].
INDICATIONS AND USAGE
ORIAHNN is indicated for the management of heavy menstrual bleeding
associated with uterine leiomyomas (fibroids) in premenopausal women.
Limitation of Use:
Use of ORIAHNN should be limited to 24 months due to the risk of continued
bone loss, which may not be reversible [see Warnings and Precautions].
CONTRAINDICATIONS
ORIAHNN is contraindicated in women:
• With a high risk of arterial, venous thrombotic, or thromboembolic
disorders [see Boxed Warning and Warnings and Precautions]. Examples
include women over 35 years of age who smoke, and women who are
known to have:
◦ current or history of deep vein thrombosis or pulmonary embolism
◦ vascular disease (e.g., cerebrovascular disease, coronary artery
disease, peripheral vascular disease)
◦ thrombogenic valvular or thrombogenic rhythm diseases of the heart
(for example, subacute bacterial endocarditis with valvular disease, or
atrial fibrillation)
◦ inherited or acquired hypercoagulopathies
◦ uncontrolled hypertension
◦ headaches with focal neurological symptoms or have migraine
headaches with aura if over age 35
• Who are pregnant. Exposure to ORIAHNN early in pregnancy may increase
the risk of early pregnancy loss [see Use in Specific Populations].
• With known osteoporosis because of the risk of further bone loss [see
Warnings and Precautions].
• With current or history of breast cancer or other hormonally-sensitive
malignancies, and with increased risk for hormonally-sensitive
malignancies [see Warnings and Precautions].
• With known hepatic impairment or disease [see Warnings and
Precautions].
• With undiagnosed abnormal uterine bleeding.
• With known anaphylactic reaction, angioedema, or hypersensitivity to
ORIAHNN or any of its components.
• Taking inhibitors of organic anion transporting polypeptide (OATP)1B1 (a
hepatic uptake transporter) that are known or expected to significantly
increase elagolix plasma concentrations [see Drug Interactions].
WARNINGS AND PRECAUTIONS
Thromboembolic Disorders and Vascular Events
ORIAHNN is contraindicated in women with current or history of thrombotic
or thromboembolic disorders and in women at increased risk for these
events [see Contraindications]. In the Phase 3 clinical trials (Studies UF-1,
UF-2, and UF-3), two thrombotic events occurred in 453 ORIAHNN-treated
women (thrombosis in the calf and pulmonary embolism) [see Adverse
Reactions]. Estrogen and progestin combinations, including the
estradiol/norethindrone acetate component of ORIAHNN, increase the risk
of thrombotic or thromboembolic disorders, including pulmonary embolism,
deep vein thrombosis, stroke, and myocardial infarction, especially in
women at high risk for these events. In general, the risk is greatest among
women over 35 years of age who smoke, and women with uncontrolled
hypertension, dyslipidemia, vascular disease, or obesity.
Discontinue ORIAHNN if an arterial or venous thrombotic, cardiovascular,
or cerebrovascular event occurs or is suspected. If feasible, discontinue
ORIAHNN at least 4 to 6 weeks before surgery of the type associated with
an increased risk of thromboembolism, or during periods of prolonged
immobilization.
Stop ORIAHNN immediately if there is sudden unexplained partial or
complete loss of vision, proptosis, diplopia, papilledema, or retinal vascular
lesions and evaluate for retinal vein thrombosis as these have been reported
in patients receiving estrogens and progestins.
Bone Loss
ORIAHNN is contraindicated in women with known osteoporosis [see
Contraindications]. ORIAHNN may cause a decrease in bone mineral density
(BMD) in some patients. BMD loss is greater with increasing duration of
use and may not be completely reversible after stopping treatment [see
Adverse Reactions].
In the Phase 3 clinical trials (Studies UF-1, UF-2, and UF-3), seven out of
453 (1.5%) ORIAHNN-treated women experienced fractures, including one
(0.2%) with a fragility fracture, compared to one out of 196 (0.5%)
placebo-treated women (patient had a non-fragility fracture). Five of the
seven ORIAHNN-treated women reported these fractures in the posttreatment follow-up period. The impact of BMD decreases on long-term
bone health and future fracture risk in premenopausal women is unknown.
Consider the benefits and risks of ORIAHNN treatment in patients with a
history of a low-trauma fracture or other risk factors for osteoporosis or
bone loss, including taking medications that may decrease BMD (e.g.,
systemic or chronic inhaled corticosteroids, anticonvulsants, or proton
pump inhibitors).
Assessment of BMD by dual-energy X-ray absorptiometry (DXA) is
recommended at baseline and periodically thereafter. Consider discontinuing
ORIAHNN if the risk associated with bone loss exceeds the potential benefit
of treatment. Limit the duration of use to 24 months to reduce the extent of
bone loss [see Indications and Usage].
Although the effect of supplementation with calcium and vitamin D was not
studied, such supplementation for patients with inadequate dietary intake
may be beneficial.
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Hormonally-Sensitive Malignancies
ORIAHNN is contraindicated in women with current or history of breast
cancer and in women at increased risk for hormonally-sensitive
malignancies, such as those with mutations in BRCA genes [see
Contraindications].
In the Phase 3 clinical trials (Studies UF-1, UF-2, and UF-3), two (0.4%)
cases of breast cancer in 453 ORIAHNN-treated women were observed.
No breast cancer cases were seen in placebo-treated women [see Adverse
Reactions].
The use of estrogen alone and estrogen plus progestin has been reported
to result in an increase in abnormal mammograms requiring further
evaluation. Surveillance measures, such as breast examinations and regular
mammography, are recommended. Discontinue ORIAHNN if a
hormonally-sensitive malignancy is diagnosed.
Suicidal Ideation, Suicidal Behavior, and Exacerbation of Mood
Disorders
In Phase 3 placebo-controlled clinical trials (Studies UF-1 and UF-2),
ORIAHNN-treated women had a higher incidence (3%) of depression,
depressed mood, and/or tearfulness compared to placebo-treated women
(1%) [see Adverse Reactions]. Suicidal ideation and behavior, including a
completed suicide, occurred in women treated with lower doses of elagolix
in clinical trials conducted for a different indication.
Promptly evaluate patients with depressive symptoms to determine whether
the risks of continued therapy outweigh the benefits. Patients with new or
worsening depression, anxiety, or other mood changes should be referred
to a mental health professional, as appropriate. Advise patients to seek
immediate medical attention for suicidal ideation and behavior. Reevaluate
the benefits and risks of continuing ORIAHNN if such events occur.
Hepatic Impairment and Transaminase Elevations
Contraindication in Patients with Hepatic Impairment
ORIAHNN is contraindicated in women with known hepatic impairment or
disease [see Contraindications and Use in Specific Populations].
Transaminase Elevations
In Phase 3 placebo-controlled clinical trials (Studies UF-1 and UF-2),
elevations (> 3 times the upper limit of the reference range) in alanine
aminotransferase (ALT) and aspartate aminotransferase (AST) occurred in
1.1% (4/379) and 1.3% (5/379) of ORIAHNN-treated patients, respectively,
compared to no elevations in placebo. Transaminases peaked at 8 times
the upper limit for ALT and 6 times the upper limit for AST. No pattern
in time to onset of these liver transaminase elevations was identified.
Transaminase levels returned to baseline within 4 months after peak values
in these patients.
Instruct patients to promptly seek medical attention in case of symptoms or
signs that may reflect liver injury, such as jaundice [see Adverse Reactions].
Elevated Blood Pressure
ORIAHNN is contraindicated in women with uncontrolled hypertension [see
Contraindications]. In Studies UF-1 and UF-2, a maximum mean increase
in systolic blood pressure of 5.1 mmHg [95% confidence interval (CI) 2.68,
7.59] occurred at Month 5, and a maximum mean increase in diastolic
blood pressure of 2.1 mmHg (95% CI 0.43, 3.84) occurred at Month 4 in
ORIAHNN-treated women, as compared to placebo-treated women [see
Adverse Reactions].
For women with well-controlled hypertension, continue to monitor blood
pressure and stop ORIAHNN if blood pressure rises significantly. Monitor
blood pressure in normotensive women treated with ORIAHNN.
Gallbladder Disease or History of Cholestatic Jaundice
Studies among estrogen users suggest a small increased relative risk of
developing gallbladder disease. For women with a history of cholestatic
jaundice associated with past estrogen use or with pregnancy, assess the
risk-benefit of continuing therapy. Discontinue ORIAHNN if jaundice occurs.
Change in Menstrual Bleeding Pattern and Reduced Ability to
Recognize Pregnancy
ORIAHNN may delay the ability to recognize the occurrence of a pregnancy
because it may reduce the intensity, duration, and amount of menstrual
bleeding [see Adverse Reactions]. Perform pregnancy testing if pregnancy
is suspected, and discontinue ORIAHNN if pregnancy is confirmed [see Use
in Specific Populations].
The effect of hormonal contraceptives on the efficacy of ORIAHNN is
unknown. Advise women to use non-hormonal contraception during
treatment and for one week after discontinuing ORIAHNN [see Use in
Specific Populations].
Effects on Carbohydrate and Lipid Metabolism
ORIAHNN may decrease glucose tolerance and result in increased glucose
levels. More frequent monitoring in ORIAHNN-treated women with
prediabetes and diabetes may be needed.
In women with pre-existing hypertriglyceridemia, estrogen therapy may be
associated with elevations of plasma triglycerides leading to pancreatitis.
Use of elagolix is associated with increases in total cholesterol, low-density
lipoprotein cholesterol (LDL-C), high-density lipoprotein cholesterol (HDL-C),
and serum triglycerides. Monitor lipid levels and consider discontinuing
ORIAHNN if hypercholesterolemia or hypertriglyceridemia worsens [see
Adverse Reactions].
Alopecia
In Phase 3 clinical trials (Studies UF-1 and UF-2), more women experienced
alopecia, hair loss, and hair thinning with ORIAHNN (3.5%) compared to
placebo (1.0%). In almost one-third (4/14) of affected ORIAHNN-treated
women, alopecia was a reason for discontinuing treatment. No specific
pattern was described. In the majority of affected women, hair loss was
continuing when ORIAHNN was stopped. Whether the hair loss is reversible
is unknown. Consider discontinuing ORIAHNN if hair loss becomes a concern
[see Adverse Reactions].
Effect on Other Laboratory Results
The use of estrogen and progestin combinations may raise serum
concentrations of binding proteins (e.g., thyroid-binding globulin,
corticosteroid-binding globulin), which may reduce the free thyroid
or corticosteroid hormone levels. Patients with hypothyroidism and
hypoadrenalism may require higher doses of thyroid hormone or cortisol
replacement therapy, respectively.
The use of estrogen and progestin may also affect the levels of sex
hormone-binding globulin, coagulation factors, lipids, and glucose].
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Risk of Allergic Reactions Due to the Inactive Ingredient (FD&C
Yellow No. 5)
ORIAHNN contains FD&C Yellow No. 5 (tartrazine), which may cause
allergic-type reactions (including bronchial asthma) in certain susceptible
persons. Although the overall incidence of FD&C Yellow No. 5 (tartrazine)
sensitivity in the general population is low, it is frequently seen in patients
who also have aspirin hypersensitivity.
ADVERSE REACTIONS
The following serious adverse reactions are discussed elsewhere in labeling:
• Thromboembolic Disorders and Vascular Events [see Warnings and
Precautions]
• Bone Loss [see Warnings and Precautions]
• Suicidal Ideation, Suicidal Behavior, and Exacerbation of Mood Disorders
[see Warnings and Precautions]
• Hepatic Transaminase Elevations [see Warnings and Precautions]
• Elevated Blood Pressure [see Warnings and Precautions]
• Effects on Carbohydrate and Lipid Metabolism [see Warnings and
Precautions]
• Alopecia [see Warnings and Precautions]
Clinical Trials Experience
Because clinical trials are conducted under widely varying conditions,
adverse reaction rates observed in the clinical trials of a drug cannot be
directly compared to rates in the clinical trials of another drug and may not
reflect the rates observed in clinical practice.
The safety of ORIAHNN was evaluated in two 6-month, randomized,
double-blind, placebo-controlled trials (Studies UF-1 and UF-2), in which
790 premenopausal women received at least 1 dose of ORIAHNN (n=395),
elagolix 300 mg twice daily (n=199), or placebo (n=196) [see Clinical
Studies (14)]. Women who completed 6-month treatment in either Study
UF-1 or Study UF-2 and met eligibility criteria (n=433) entered a 6-month
extension study (Study UF-3), receiving either ORIAHNN (n=276) or elagolix
300 mg twice daily (n=157). Elagolix 300 mg twice daily is not an approved
dosage but was included as a reference arm. A total of 341women received
ORIAHNN for 6 months and 182 women received ORIAHNN for 12 months.
Serious Adverse Events
Serious adverse events were reported in three (0.8%) ORIAHNN-treated
women in Studies UF-1 and UF-2. Two women had heavy menstrual
bleeding and required blood transfusion due to anemia (0.5%) and one
woman with history of bariatric surgery had a laparoscopic cholecystectomy
due to cholelithiasis.
In Study UF-3, two women were diagnosed with breast cancer. One woman
had completed 6 months of treatment with ORIAHNN in Study UF-1 and
received 34 additional days of ORIAHNN in Study UF-3 when diagnosed.
The second woman had received placebo in Study UF-2 and completed
6 months of ORIAHNN in Study UF-3 when diagnosed [see Warnings and
Precautions].
Adverse Reactions Leading to Study Discontinuation
In Studies UF-1 and UF-2, the discontinuation rate due to adverse reactions
was 10% among ORIAHNN-treated women and 7% among placebo-treated
women. The most common adverse reactions leading to study drug
discontinuation in the ORIAHNN group were nausea (1%), headache
(1%), alopecia (1%), metrorrhagia (1%), menorrhagia (1%), and hot flush
(1%). One event each of the following adverse reactions led to study drug
discontinuation: affect lability, angina pectoris, depression, hepatic enzyme
increased, homicidal ideation, hypertension, irritability, thrombosis.
In women who received ORIAHNN in Studies UF-1 or UF-2 and then in Study
UF-3, 4% discontinued treatment due to adverse reactions. Three women
discontinued due to serious adverse events (one each for breast cancer,
menorrhagia with pelvic pain, and hysterectomy).
Common Adverse Reactions
Adverse reactions reported in ≥5% of ORIAHNN-treated women in Studies
UF-1 and UF-2 and at a greater frequency than placebo-treated women are
presented in Table 1.
Table 1. Adverse Reactions that Occurred in at Least 5% of
Women with Uterine Fibroids Who Received ORIAHNN in Studies
UF-1 and UF-2 and at a Greater Incidence Than Placebo
ORIAHNN
N=395

Placebo
N=196

Hot flush

22%

9%

Headache

9%

7%

Fatigue

6%

4%

Metrorrhagia

5%

1%

Adverse Reaction

The most commonly reported adverse reactions in the blinded extension trial
(Study UF-3) were consistent with those in the placebo-controlled trials.
Less Common Adverse Reactions
In Studies UF-1 and UF-2, adverse reactions reported in ≥3% and <5% in
the ORIAHNN group and greater incidence than the placebo group included:
libido decreased, arthralgia, hypertension, alopecia, mood swings, influenza,
abdominal distension, upper respiratory tract infection, menorrhagia,
vomiting, and weight increased.
Thromboembolic and Vascular Events
In the Studies UF-1, UF-2, and UF-3, two (0.4%) thrombotic events occurred
in 453 ORIAHNN-treated patients (thrombosis in the calf and pulmonary
embolism) [see Warnings and Precautions]. One obese woman developed
thrombosis in the left calf after 30 days of treatment with ORIAHNN.
Another woman developed a pulmonary embolism after taking ORIAHNN for
approximately 8 months.
Bone Loss
The effect of ORIAHNN on BMD was assessed by dual-energy X-ray
absorptiometry (DXA).
In Studies UF-1 and UF-2, there was a greater decrease in BMD in women
treated with ORIAHNN for 6 months compared to women treated with
placebo. In Study UF-3, continued bone loss was observed in some women
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PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Medication
Guide).
Thromboembolic Disorders and Vascular Events
Advise patients that use of estrogen and progestin combinations may
increase the risk of thromboembolic disorders and vascular events,
especially in women at high risk for these events [see Boxed Warning,
Contraindications, Warnings and Precautions, and Adverse Reactions].
Bone Loss
Advise patients about the risk of bone loss. Advise patients that
supplementary calcium and vitamin D may be beneficial if dietary intake
of calcium and vitamin D is not adequate. Advise patients that oral iron
supplement should not be taken at the same time as calcium and vitamin D
[see Warnings and Precautions and Adverse Reactions].
Suicidal Ideation and Exacerbation of Mood Disorders
Advise patients that suicidal ideation and exacerbation of mood disorders
may occur with ORIAHNN use. Instruct patients with new onset or worsening
depression, anxiety, or other mood changes to promptly seek medical
attention [see Warnings and Precautions and Adverse Reactions].
Liver Injury
Advise patients to promptly seek medical attention in case of signs or
symptoms that may reflect liver injury, such as jaundice [see Warnings and
Precautions and Adverse Reactions].
Change in Menstrual Bleeding Pattern
Advise patients that ORIAHNN may delay the recognition of pregnancy
because it may reduce the duration and amount of menstrual bleeding.
Advise patients to use effective non-hormonal contraception while taking
ORIAHNN and to discontinue ORIAHNN if pregnancy is diagnosed. Advise
pregnant patients that there is a pregnancy registry that monitors pregnancy
outcomes in women exposed to ORIAHNN during pregnancy [see Warnings
and Precautions and Use in Specific Populations].
Alopecia
Advise patients that alopecia, hair loss, and hair thinning in no specific
pattern, may occur with ORIAHNN use. Advise patients that hair loss
and hair thinning may not resolve completely after stopping ORIAHNN.
Advise patients to contact their healthcare provider if they have concerns
about changes to their hair [see Warnings and Precautions and Adverse
Reactions].
Drug Interactions
Advise patients to inform their healthcare providers of all concomitant
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PUBLISHER’S NOTE
Making waves in breast
cancer prevention

W

e are living in a time when vaccines, which
have proven themselves to be health care’s
best defense against various illnesses,
are under more intense public scrutiny than ever
before. Despite some public divide over vaccines,
there is one that it seems everyone should be able
to support: a novel vaccine aimed at preventing
triple-negative breast cancer.
Developed at Cleveland Clinic, this vaccine works
by specifically targeting a breast lactation protein,
α-lactalbumin, which is not found post lactation in
normal, aging tissues but has been found in most
triple-negative breast cancers. Activating the immune
system against this protein provides the body with
preemptive immunity against breast tumors that
express α-lactalbumin, as well as preventing any
emerging tumors from growing.
“This vaccine strategy has the potential to be
applied to other tumor types,” said Vincent K. Tuohy,
PhD, the Mort and Iris November Distinguished
Chair in Innovative Breast Cancer Research at
Cleveland Clinic Lerner Research Institute, and
primary inventor of the vaccine.1 “Our translational
research program focuses on developing vaccines
that prevent diseases we confront with age, like
breast, ovarian, and endometrial cancers. If successful, these vaccines have the potential to transform the
way we control adult-onset cancers and enhance life
expectancy in a manner [similar to] the impact that
the childhood vaccination program has had.”

In December 2020, the investigational new drug
application for the vaccine was approved by the US
Food and Drug Administration, allowing the hospital
and Anixa Biosciences, Inc, to commence a phase
1 study.2 The goal of the trial is to determine the
maximum tolerated dose of the vaccine in patients
with early-stage triple-negative breast cancer, as well
as characterize and optimize the body’s immune
response.1 Investigators estimate that the study will
be completed by September 2022.
“Long term, we are hoping that this can be a true
preventive vaccine that would be administered to
healthy women to prevent them from developing
triple-negative breast cancer, the form of breast
cancer for which we have the least effective treatments,” said G. Thomas Budd, MD, of the Taussig
Cancer Center at Cleveland Clinic, and principal
investigator of the study.1
The news of this potential vaccine is both uplifting and promising, especially to those with or who
know someone with triple-negative breast cancer.
The cancer treatment landscape has seen massive
changes throughout the years, with new data and
therapies emerging daily, but this vaccine could
change the way we look at medicine and breast
cancer forever. And that thought alone can bring
anyone together to celebrate. 

Mike Hennessy Jr

Publisher and CEO, MJH Life Sciences™

REFERENCES

1. Anixa Biosciences and Cleveland Clinic announce FDA clearance to initiate clinical trial of breast cancer vaccine. News release. Anixa Biosciences, Inc. December 21, 2020. Accessed November 5, 2021. https://www.prnewswire.com/news-releases/anixa-biosciences-and-cleveland-clinic-announce-fda-clearanceto-initiate-clinical-trial-of-breast-cancer-vaccine-301196402.html
2. Cleveland Clinic launches ﬁrst-of-its-kind preventive breast cancer vaccine study. News release. Cleveland Clinic. October 26, 2021. Accessed November 5,
2021. https://newsroom.clevelandclinic.org/2021/10/26/cleveland-clinic-launches-ﬁrst-of-its-kind-preventive-breast-cancer-vaccine-study/
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Take awkward
off the table
Not every patient feels comfortable
disclosing their sexual activity. An opt-out
approach makes the conversation easier.
As providers, you know that STIs are on the rise and can
happen to anyone. Not everyone is as aware of the risks,
and up to 84% of chlamydia and gonorrhea infections are
asymptomatic.1 The CDC now recommends considering an
opt-out approach for young women under 25.2 Universal
screening is an inclusive solution that is proven to decrease
STI prevalence, infertility issues and cost.2 Let’s help protect
her reproductive health today, and tomorrow.

Learn more at

1. Detels R, Green AM, Klausner JD, et al. The incidence and correlates of
symptomatic and asymptomatic Chlamydia trachomatis and Neisseria gonorrhoeae
infections in selected populations in five countries. Sex Transm Dis. 2011;38(6):503509. 2. Owusu-Edusei K, et al. Cost- Effectiveness of Opt-Out Chlamydia Testing for
High-Risk Young Women in the U.S. Am J Prev Med. 2016;51(2):216-24. doi:10.1016/j.
amepre.2016.01.007 13
ADS-03385-001. Rev. 001 © 2021 Hologic, Inc. All rights reserved. Hologic and
associated logos are trademarks and/or registered trademarks of Hologic, Inc. and/or
its subsidiaries in the United States and/or other countries.
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Why Pap? We’re worth it.
Studies show when we screen with Pap + HPV (co-testing),
we detect 95% of cervical cancers1,2 and provide the most
complete care for our patients’ health.

Co-testing:
Why it’s
worth it.

Currently, Black women are twice as likely3 and Hispanic
women are 20% more likely4 to die from cervical cancer,
compared to white women. Co-testing empowers us to
detect early and change these statistics. For good.

References: 1. Blatt AJ, et al. Comparison of cervical cancer screening results among 256,648 women in multiple clinical practices. Cancer Cytopathol. 2015;123(5):282-288. doi:10.1002/ cncy.21544 (Study included
ThinPrep, SurePath and Hybrid Capture 2 assay). 2. Austin RM, et al. Enhanced detection of cervical cancer and precancer through use of imaged liquid-based cytology in routine cytology and HPV cotesting. Am J
Obstet Gynecol. 2018;150(5):385-392. doi:10.1093/ajcp/aqy114 (Study included ThinPrep Pap test, ThinPrep imaging, Digene HPV, Cervista HPV and Aptima HPV). 3. Beavis AL, Gravitt PE. Hysterectomy-corrected
cervical cancer mortality rates reveal a larger racial disparity in the United States. Cancer. 2017;123(6):1044-1050. 4. HHS Office of Minority Health; Cancer and Hispanic Americans.
ADS-03377-001 Rev. 001 © 2021 Hologic, Inc. All rights reserved. Hologic and associated logos are trademarks and/or registered trademarks of Hologic, Inc. and/or its subsidiaries in the United States and/or other countries.
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EDITORIAL
by CATHERINE Y. SPONG, MD

Contemporary OB/GYN®:

A YEAR IN REVIEW

A

s we approach the third year
of the COVID-19 pandemic,
masking, vaccinations, and a
“new normal” have become
commonplace around the world. I am
thrilled to see that the vaccines are
now available for many schoolchildren, and only wish we could improve
vaccine uptake among our patients.
Contemporary OB/GYN® has aimed to
address prevalent topics for our readers,
including not only areas related to the
pandemic but ones we encounter day to
day. This year, page views on our website
have soared from last year’s numbers,
with a whopping 3.4 million increase
from 2020 to 2021 (Figure).
We strive to provide timely information that physicians can implement
into their practice. To ensure this, Contemporary OB/GYN® has kept a watchful eye on trending areas. For 2021,
the top 5 topics include alcohol and
breastfeeding, first menstruation, diet
and pregnancy, cannabis and fertility,
and gestational diabetes. These are
also reflected in this year’s most-read
articles (some of which dating back to
2011!) (Box 1). As we monitor these
topics, we will continue to refresh the

FIGURE

Page views
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2021
2020

TOP 10 POSTED ARTICLES IN 2021
1
6

BOX 1

Alcohol and breastfeeding:
What are the risks?

2
3

Hormone levels and PCOS

First menstruation: Average age and physical
signs

4

A healthy diet from conception to the second
trimester reduces risk of
pregnancy complications

5

Eviction during pregnancy
may lead to adverse birth
outcomes

content of Contemporary OB/GYN®.
When it comes to our in-depth video interviews, COVID-19 vaccination
and the debate on noun use for our
patients took center stage (Box 2). I

Perimenopausal bleeding
– What’s normal?

7

The relationship between
placental location and fetal
gender (Ramzi’s method)

8

Hemorrhagic ovarian cyst:
A sonographic perspective

9

Cannabis use may hinder
conception efforts

10

Endometrial polyps

expect we will continue to see critically ill pregnant women with COVID-19
who are unvaccinated, and it is essential that we continue to provide data
for vaccination for this population.

7.3 MILLION
3.9 MILLION
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We have pushed to deliver relevant topics to our readers and ensure a variety of reading opportunities. This is clearly reflected in the 29
peer-reviewed articles published in
2021, which we also highlighted on
the website and for which we made
downloadable PDFs available.
Through implementing new features to our publication, we continue
to fulfill our promise of providing engaging and practical content to our
audience. This includes:
•

•
•

•

Practice Matters, a regular feature focusing on practice content to align with
our wildly popular Legally Speaking
feature
Tear-outs of key and critical issues
Curbside Consults, highlighting content
from specialties that intersect with
ob-gyn
Video interviews with Contemporary
OB/GYN® editorial board members to
provide insight into the latest trends and
pipeline updates within the specialty

Moreover, our relationship with the
Society for Maternal-Fetal Medicine
and the American Urogynecologic
Society continues to blossom—specifically with their agreement to join
the Strategic Alliance Partnership
program to help bring more pertinent
information to our readers.
Podcasts also have increased dramatically over the past few years, with
over 4,000 podcast listens in 2021
alone.The top 3 podcasts published
in 2021 include:

1. Surgeon’s panel: The state of
robotic gynecologic surgery
2. HPV and cervical cancer with
Sangini Sheth, MD

3. Skeletal dysplasia with David

DECEMBER 2021
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Abel, MD
Finally, we are thrilled to note that
our August 2020 issue on implicit bias
was a finalist for Folio’s 2021 Eddie
and Ozzie Awards and received an
honorable mention under the B2B
Healthcare/Medical division.
This year has been a whirlwind, but
one constant you can count on is Contemporary OB/GYN® continuing to
bring you the latest updates in obstetrics and gynecology. Please reach out
if you have ideas for potential topics,
as we welcome them with open arms.
As the curtain falls on 2021, I want to
thank you for your readership, expertise, and dedication to our patients. I
look forward to the opportunity of advancement that 2022 brings and can’t
wait to tackle it together. 

BOX 2

TOP 5 VIDEOS
COVID-19 vaccine:
Questions and answers for
practicing ob-gyns and
their patients
contemporaryobgyn.net/view/
covid-19-vaccine-questionsand-answers-for-practicing-obgyns-and-their-patients

Addressing uterine
fibroids with patientprovider collaboration
contemporaryobgyn.net/view/
addressing-uterine-fibroids-withpatient-physician-collaboration

Board members debate
noun use: Pregnant
woman vs pregnant
person

All my best,
Cathy

Catherine Spong, editor in chief, is professor and vice chair in the Department of
Obstetrics and Gynecology and Chief of
the Division of Maternal-Fetal Medicine at
UT Southwestern Medical Center in Dallas.
She holds the Gillette Professorship of
Obstetrics and Gynecology. Email her at
cspong@mjhlifesciences.com



Subscribe today!

contemporaryobgyn.net/view/
board-members-debate-nounuse-pregnant-woman-orpregnant-person-

Brooke Faught, NP, on
sexual health, traumainformed care, and the
perks of meeting in-person
contemporaryobgyn.net/view/
brooke-faught-np-on-sexualhealth-trauma-informed-careand-the-perks-of-meeting-inperson

Nurse Barb Dehn: Vaccine
hesitancy, S-equol, and
women’s health in rural
Africa
contemporaryobgyn.net/view/
nurse-barb-dehn-vaccinehesitancy-s-equol-and-womens-health-in-rural-africa
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CURBSIDE CONSULTS
Curbside Consults delivers expert perspectives from physicians outside the ob-gyn specialty to provide insight into various health
issues affecting pregnant women. This new section is the brainchild of Editorial Advisory Board member Christine Isaacs, MD.

Spinal headaches
by ANDREW CUTSHALL, MD; CEDRIC H. CAMPBELL, MD; and LOUIS DAMIANO, DO
A healthy 26-year-old gravida 1, para 1 (G1P1) female is
postpartum day 1 after a term spontaneous vaginal delivery.
Her labor pain was reduced through the use of an epidural
catheter and placement was unremarkable with no indication
of an inadvertent dual puncture. Twelve hours after delivery,
she began to complain of a severe headache. She described the headache
as dull, throbbing, and significantly worse when she tried to walk around her
room. She also felt nauseated and described experiencing double vision
when she sat up. Additionally, she had severe neck pain and stiffness.
Her symptoms were slightly improved by lying down. She complained of
accompanying photophobia (Figure 1).




Figure 1. Sample image of an epidural placement with a 17-gauge Tuohy needle and
attached glass syringe.

Background
The diagnosis and management of
headaches in the postpartum patient is a
frequently encountered situation for the
ob-gyn physician. In fact, 39% of women
report having a headache within 1 week
after giving birth.1 These headaches vary
in onset, cause, and treatment modality, and it is not uncommon for the
obstetrician to be the first provider to
discover their patient’s headache after
delivery. Because of this and given the
nature of labor analgesia via neuraxial
block in modern day peripartum care,
it is increasingly important for obstetricians to have a more in-depth understanding of the postdural puncture
headache (PDPH).
A PDPH, also known as a spinal headache, occurs in 6% to 36% of all neuraxial
procedures, but only in about 1% of all
neuraxial blocks on the labor and delivery floor.1 The headache is caused by
a slow cerebrospinal fluid (CSF) leak
through a defect in the meninges, causing
intracranial hypotension with resultant
traction on pain-sensitive structures and
reactive venodilatation.2 In other words,
a hole in the dura mater in the lumbar
spine allows CSF to leak out, causing the
brain to lose its cushion and the sag in the
skull resulting in painful headaches from
venous traction and dilation.

Andrew Cutshall, MD, is a fourth-year anesthesia resident at Virginia Commonwealth University Health System (VCUHS) in Richmond. He completed
his bachelor of science degree in biochemistry at Hope College in Holland, Michigan, and received his medical degree from Indiana University School of
Medicine in Indianapolis. He will continue his training next year as a cardiothoracic anesthesia fellow at VCUHS.

Louis Damiano, DO, received his bachelor of science degree in biology from James
Madison University in Harrisonburg, Virginia, and his master of science degree from Drexel
University College of Medicine in Philadelphia, Pennsylvania. He graduated from Edward Via
College of Osteopathic Medicine Virginia Campus in Blacksburg in 2020 and is a CA-1 resident
in the Department of Anesthesiology at Virginia Commonwealth University Health System in
Richmond.
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Cedric H. Campbell, MD, is an assistant professor of anesthesiology at Virginia Commonwealth
University Health System in Richmond. His areas of
interest are obstetric anesthesia, regional anesthesia, and care of the burn-injured patient.
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Several patient factors can increase
the risk of a PDPH, including female
gender, pregnancy, lower body mass
index, and a history of headaches.2
Furthermore, vaginal delivery and
excessive pushing during labor can
increase the risk of a spinal headache
after a postdural puncture.
Provider factors can also elevate the
risk of PDPH and include inexperience with epidurals and an increased
number of attempts made at placing
the neuraxial block. The type and size
of needle used for dural puncture also
influences the prevalence of PDPH, with
Tuohy needles and cutting/traumatic
spinal needles being more likely to
cause a PDPH than nontraumatic/
pencil point spinal needles. Notice the
difference in diameter of the needles
in the photo (Figure 2). The largest,
the Tuohy, is a 17-gauge needle. The
smallest needle is known as a Pencan
and is a 25-gauge needle.2

Presentation
Patients with PDPH will most often
present with a dull or throbbing headache that is bilateral, occipital-frontal
in location, and of varying severity.
The true hallmark of this condition is a
change in severity of the headache with
patient positioning. These patients will
have worsening symptoms after standing or sitting for 15 minutes and should
feel an improvement after lying down
for 15 minutes.2 Their symptoms may be
worsened with coughing or straining. In
greater than 50% of cases, patients will
have associated symptoms of nausea,
photophobia, tinnitus, vertigo, or
diplopia.1 The symptoms that patients
with PDPH experience are the result of
the meninges and cranial nerves being
stretched as these structures sag due
to the decreased volume of the CSF.

DECEMBER 2021

Patients who are unable to function and
care for their baby due to debilitating
symptoms should be considered for
an epidural blood patch (EBP). It is
best to have patients come to the labor
and delivery department to be evaluated and avoid having them wait in the
emergency department for hours.

Initial management
by an obstetrician
Patients who present with mild PDPH
without associated symptoms can often
be treated conservatively without the
need for intervention by an anesthesiologist. First-line analgesics include oral
or IV nonsteroidal anti-inflammatory
medications. Hydration with IV fluids
and IV caffeine reduces the need for
supplementary conservative interventions, and should be the cornerstone of
addressing patients with mild PDPH.3
Other medications such as theophylline, gabapentin, and hydrocortisone
have all been shown to reduce pain
scores.3 In the event of failed conservative management or severe symptoms

with associated sequelae, an anesthesiologist can be consulted to perform a
regional nerve block or an EBP. The EBP
is an aseptic collection and injection
of autologous blood into the epidural
space. The blood creates a seal to the
dural puncture, preventing further CSF
leak.1 Essentially, the anesthesiologist
repeats the epidural process (Figure
3), injecting sterile blood into the epidural space to form a “patch” among
the injured dura mater. Patients with
successful blood patches will have
immediate symptomatic relief during
the procedure, with cessation of the
headache being one of the positive end
points. If the procedure is not successful, it can be repeated at the discretion
of the anesthesiologist after 24 hours
has elapsed from the first EBP. Patients
can be discharged home following the
placement of EBP.

FOR REFERENCES VISIT
contemporaryobgyn.net/spinal-headaches

 Figure 2. Neuraxial needles of different sizes. A 17-gauge Tuohy needle (left) is
used to enter the epidural space. The additional needles are spinal needles of 18-,
22-, and 25-gauge, respectively. The larger the needle that traverses the dura, the
greater the likelihood that the patient will develop a PDPH. Typically, 25-gauge
spinal needles are used in obstetrics anesthesia.

Figure 3. Sample image of a Tuohy
needle in the lumbar epidural space during
placement of an epidural blood patch.
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Illustration of Candida albicans.

Indication
BREXAFEMME® is a triterpenoid antifungal indicated for the treatment of adult and postmenarchal pediatric
females with vulvovaginal candidiasis (VVC).

Important Safety Information
• BREXAFEMME is contraindicated during pregnancy and in patients with a history of hypersensitivity to
ibrexafungerp

• BREXAFEMME administration during pregnancy may cause fetal harm based on animal studies. Prior to initiating
treatment, verify pregnancy status in females of reproductive potential and advise them to use effective
contraception during treatment

• When administering BREXAFEMME with strong CYP3A inhibitors, the dose of BREXAFEMME should be reduced to
150 mg twice a day for one day. Administration of BREXAFEMME with strong CYP3A inducers should be avoided

• Most common adverse reactions observed in clinical trials (incidence ≥2%) were diarrhea, nausea, abdominal pain,
dizziness, and vomiting
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NEW

FOR YOUR PATIENTS WITH
VULVOVAGINAL CANDIDIASIS (VVC)

Different. Bold.

A FIRST-IN-CLASS FUNGICIDAL TREATMENT FOR
VAGINAL YEAST INFECTION
Oral, non-azole, triterpenoid antifungal with a novel MOA
1 day, 2 pills, 2 times
Proven to completely resolve VVC signs and symptoms
with sustained response at 25 days in most patients
In vitro activity against all Candida species that
cause VVC, including azole-resistant strains

Prescribe BREXAFEMME, a truly unique choice.

GO BOLD WITH BREXAFEMME.
LEARN MORE AT BREXAFEMMEHCP.COM
NDC: 75788-115-04

MOA=mechanism of action.

Important Safety Information (continued)
To report SUSPECTED ADVERSE REACTIONS, contact SCYNEXIS, Inc. at 1-888-982-SCYX (1-888-982-7299)
or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.
Please see accompanying Brief Summary of full Prescribing Information on the following page.
Reference: BREXAFEMME. Prescribing information. SCYNEXIS, Inc; 2021.
© 2021 SCYNEXIS, Inc. All rights reserved. BREXAFEMME is a registered trademark of SCYNEXIS, Inc.
Printed in the USA. US-BREX-2100006 July 2021.
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BREXAFEMME® (ibrexafungerp tablets), for oral use

USE IN SPECIFIC POPULATIONS

BRIEF SUMMARY OF PRESCRIBING INFORMATION

Pregnancy
Based on findings from animal studies, BREXAFEMME use is contraindicated
in pregnancy because it may cause fetal harm. In pregnant rabbits, oral
ibrexafungerp administered during organogenesis was associated with rare
malformations including absent forelimb(s), absent hindpaw, absent ear pinna,
and thoracogastroschisis at dose exposures greater or equal to approximately
5 times the human exposure at the RHD. Oral ibrexafungerp administered to
pregnant rats during organogenesis was not associated with fetal toxicity or
increased fetal malformations at a dose exposure approximately 5 times the
human exposure at the RHD. Available data on BREXAFEMME use in pregnant
women are insufficient to draw conclusions about any drug-associated risks of
major birth defects, miscarriage, or other adverse maternal or fetal outcomes.
There is a pregnancy safety study for BREXAFEMME. If BREXAFEMME is
inadvertently administered during pregnancy or if pregnancy is detected within
4 days after a patient receives BREXAFEMME, pregnant women exposed
to BREXAFEMME and healthcare providers should report pregnancies to
SCYNEXIS, Inc. at 1-888-982-SCYX (7299).

This Brief Summary does not include all information needed to use BREXAFEMME
safely and effectively. Please visit www.BREXAFEMMEHCP.com for full prescribing
information (PI).
INDICATIONS AND USAGE
BREXAFEMME® is indicated for the treatment of adult and post-menarchal
pediatric females with vulvovaginal candidiasis (VVC).
Usage
If specimens for fungal culture are obtained prior to therapy, antifungal therapy
may be instituted before the results of the cultures are known. However, once
these results become available, antifungal therapy should be adjusted accordingly.
DOSAGE AND ADMINISTRATION
Recommended Dosage
The recommended dosage of BREXAFEMME is 300 mg (two 150 mg tablets)
administered approximately 12 hours apart (e.g., in the morning and in the
evening) for one day, for a total daily dosage of 600 mg (four 150 mg tablets).
BREXAFEMME may be taken with or without food.
Dosage Modifications in Patients due to Concomitant Use of a Strong
Inhibitor of Cytochrome P450 Isoenzymes (CYP) 3A
With concomitant use of a strong CYP3A inhibitor, administer BREXAFEMME
150 mg approximately 12 hours apart (i.e., in the morning and in the evening) for
one day. No dosage adjustment is warranted in patients with concomitant use of
a weak or moderate CYP3A inhibitor.
Pregnancy Evaluation Prior to Initiating Treatment
Verify the pregnancy status in females of reproductive potential prior to initiating
treatment with BREXAFEMME.
CONTRAINDICATIONS
BREXAFEMME is contraindicated in pregnancy and in patients with hypersensitivity
to ibrexafungerp.
WARNINGS AND PRECAUTIONS
Based on findings from animal studies, BREXAFEMME use is contraindicated
in pregnancy because it may cause fetal harm. In animal reproduction studies,
ibrexafungerp administered orally to pregnant rabbits during organogenesis was
associated with fetal malformations including absent forelimb(s), absent hindpaw,
absent ear pinna, and thoracogastroschisis at dose exposures greater or equal
to approximately 5 times the human exposure at the recommended human
dose (RHD).
Prior to initiating treatment with BREXAFEMME, verify the pregnancy status in
females of reproductive potential. Advise females of reproductive potential to use
effective contraception during treatment with BREXAFEMME and for 4 days after
the last dose.
ADVERSE REACTIONS
The most frequent adverse reactions (≥ 2%) reported with BREXAFEMME in
clinical trials of vulvovaginal candidiasis treatment were diarrhea (16.7%), nausea
(11.9%), abdominal pain (11.4%), dizziness (3.3%), and vomiting (2.0%).
There were no serious adverse reactions and 2 out of 545 (0.4%) patients
discontinued treatment with BREXAFEMME due to vomiting (1) and dizziness (1).
The following adverse reactions occurred in < 2% of patients receiving
BREXAFEMME: dysmenorrhea, flatulence, back pain, elevated transaminases,
vaginal bleeding, rash/hypersensitivity reaction.

Lactation
There are no data on the presence of ibrexafungerp in either human or animal
milk, the effects on the breast-fed infant, or the effects on milk production.
Females and Males of Reproductive Potential
Based on animal data, BREXAFEMME may cause fetal harm when administered to
a pregnant female. Verify the pregnancy status in females of reproductive potential
prior to initiating treatment with BREXAFEMME. Advise females of reproductive
potential to use effective contraception during treatment with BREXAFEMME and
for 4 days after the last dose.
Pediatric Use
The safety and effectiveness of BREXAFEMME for treatment of VVC have been
established in post-menarchal pediatric females. Use of BREXAFEMME in
post-menarchal pediatric patients is supported by evidence from adequate and
well-controlled studies of BREXAFEMME in adult non-pregnant women with
additional safety data from post-menarchal pediatric females.
The safety and effectiveness of BREXAFEMME have not been established in
pre-menarchal pediatric females.
Geriatric Use
Clinical studies with ibrexafungerp did not include sufficient numbers of
subjects aged 65 and older to determine whether they respond differently from
younger subjects. No clinically meaningful differences in the pharmacokinetics
of ibrexafungerp were observed in geriatric patients compared to younger adults.
Manufactured for:
SCYNEXIS, Inc.
Jersey City, NJ 07302
BREXAFEMME® is a registered trademark of SCYNEXIS, Inc.
Copyright © 2021

DRUG INTERACTIONS
Ibrexafungerp is a substrate of CYP3A4. Drugs that inhibit or induce CYP3A may
alter the plasma concentrations of ibrexafungerp and affect the safety and efficacy
of BREXAFEMME. Avoid concomitant administration of BREXAFEMME with strong
and moderate CYP3A inducers and reduce the BREXAFEMME dosage with strong
CYP3A inhibitors (see Dosage and Administration above).
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Intervention fails to improve teen
contraceptive communication
by BOB KRONEMYER

R

emote delivery of the SpeakOut intervention failed to
improve contraceptive communication, knowledge, or
use among participating teens or their
peers, according to study findings published in Contraception.1
The intervention combines structured counseling, online resources,
and text reminders to encourage teens
to share their experiences using intrauterine contraception (IUC) or an implant with peers.
“Despite declines in teen pregnancy
rates across the US, rates continue to be
higher than [in] all other industrialized
countries,” said senior author Kathleen
Tebb, PhD, a professor of pediatrics and
adolescent medicine at the University
of California, San Francisco. “We know
that in adolescence, peers play an important role in influencing attitudes
and behaviors and that social communication has been found to impact contraceptive decision-making.”
However, Tebb said, adolescents are
frequently misinformed about contraception, and the information received
from their peers has been found to be
more negative than positive.
“But there has not been much research and attention devoted to interventions targeting contraceptive
communication with peers; thus, we
embarked on this study to address that
gap,” Tebb told Contemporary OB/GYN®.
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The trial consisted of 520 primary female adolescents, aged 15 to 19 years,
recruited through social media from 21
states and the District of Columbia between February and July 2019.
Participants were randomly assigned
to receive SpeakOut or an attention
control about alcohol consumption.
Each participant in turn recruited secondary female peers, forming clusters
of up to 5 peers, for a total of 581 peers.
Compared with controls, however,

“Despite declines in teen
pregnancy rates across the US,
rates continue to be higher than [in]
all other industrialized countries,”
said Kathleen Tebb, PhD.
primary participants receiving SpeakOut were less likely to discontinue contraception within 9 months, although
the difference was not statistically significant: for IUC, 4.8% for SpeakOut vs 7.8%
for controls (P = 0.11), and for implants
7.8% vs 9.8%, respectively (P = 0.45).
But SpeakOut failed to increase
contraceptive communication among
peers: 86% communication rate for
SpeakOut vs 88% for controls (P = .57).
Yet, the vast majority of secondary
participants were aware of the hormonal IUC, copper IUC, and implant
3 months after enrolling, regardless of
intervention received by participants.
“We were surprised that the Speak-

Out intervention did not improve adolescent contraceptive knowledge, communication, or use,” Tebb said.
Adolescents continue to need access
to accurate, evidence-based, confidential contraceptive information and services, according to Tebb.
“While remote delivery of SpeakOut
did not improve contraceptive communication, knowledge, or use among participants and their peers in our study,
additional research is needed to understand this finding, especially because
contraceptive knowledge was poor in
both study groups,” Tebb said. “Efforts
to support teen-to-teen contraceptive
communication and ensure that teens
have accurate information about the
full range of contraceptive methods, including highly effective reversible contraceptives, require refinement.”
Although peers are an important
source of contraceptive information,
“health care providers continue to play
a critical role,” Tebb said. “Additional
innovative and complementary strategies are needed to improve adolescents’
knowledge of the full range of contraceptive methods and to support adolescents’ use of desired contraceptives.”
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The role of progesterone
in miscarriage
Low progesterone levels have been associated with an increased
rate of miscarriage.
by IDO FEFERKORN, MD; AND TOGAS TULANDI, MD, MHCM

T

he origin of the name
progesterone is based on
the “progestational” activity of this steroid hormone.
Indeed, progesterone exerts
several progestational effects throughout pregnancy. Before pregnancy,
progesterone secreted by the corpus
luteum promotes the development of a
secretory endometrium characterized
by immunomodulatory, paracrine,
and endocrine effects supporting the
implantation of an embryo.1 In early
pregnancy, progesterone is critical for
the maintenance of pregnancy. Excising the corpus luteum early in pregnancy (luteectomy) results in decreased
progesterone levels. Subsequently
miscarriage occurs, 2 unless exogenous progesterone is administered.
Between 7 and 9 weeks of gestation,

20

a “luteal placental shift” occurs when
the placenta takes over as the main
progesterone-producing organ. As a
result, luteectomy conducted following
9 weeks of gestation does not result in
a miscarriage.3 In the second and third
trimesters of pregnancy, progesterone
maintains uterine quiescence and acts
as an immune modulator, decreasing
immune responses that could result
in preterm labor.1 However, the role
of progesterone supplementation in
reducing miscarriages remains unclear.
The aim of our review is to summarize
the evidence regarding the role of exogenous progesterone in the prevention of
early pregnancy loss.
Early pregnancy loss affects 10% to
15% of clinical pregnancies and up
to 31% of pregnancies in total.4 It can
result in medical or surgical morbidity

as well as in psychological sequelae
including posttraumatic stress disorder,
depression, and anxiety. 5,6 Women
with a history of early pregnancy loss
or who present with bleeding in early
pregnancy are a subgroup of patients
at increased risk of miscarriage.7 Consequently, studies evaluating the role of
progesterone in preventing miscarriage
mainly focus on these 2 groups.

Threatened miscarriage
Vaginal bleeding in the presence of a
closed uterine cervix and with sonographic visualization of a viable intrauterine pregnancy is termed threatened
miscarriage. Low progesterone levels
have been associated with an increased
rate of miscarriage, but whether these
low levels are the cause or solely the
consequence of a failed pregnancy
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is unclear. A Cochrane review that
included 7 randomized controlled
trials, with a total of 696 participants,
concluded that progesterone “probably reduces the risk of miscarriage”
with a relative risk (RR) of 0.64 and a
confidence interval CI of 0.47 to 0.87.8
The quality of evidence was considered
moderate, and the trials included those
with a small sample size (the largest trial
included 191 participants; the smallest
trial, 35 participants). In addition, the
route of progesterone administration and the dosage varied widely. A
subgroup analysis indicated that treatment with oral progesterone reduced
the miscarriage rate when compared
with no treatment, whereas treatment
with vaginal progesterone did not. A
subgroup interaction analysis, however,
showed no difference when comparing
the route of administration.
The same question was addressed in
the 2019 PRISM trial (ISRCTN14163439),9
a large multicenter, randomized,
double blind, placebo-controlled trial.
The study involved 4153 women aged
16 to 39 years, who presented with
vaginal bleeding in the presence of an
intrauterine pregnancy of less than 12
weeks’ gestation. The RR of ongoing
pregnancy at 12 weeks with 400 mg of
twice-daily vaginal micronized progesterone was 1.04 (95% CI, 1.01-1.07) and
of live births after at least 34 weeks, 1.03
(95% CI, 1.00-1.07; P = .08). A more
pronounced effect was seen in those
with a history of 3 or more miscarriages (RR, 1.28; 95% CI, 1.08-1.51;
P = .007). The live birth rates in this
subgroup were 72% in the treated group
and 57% in the placebo group. Because
the analysis was done on a prespecified study subgroup of 285 women, the
authors stated that their observation
required validation.
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TAKEAWAYS
Progesterone is essential for embryo
implantation and for the maintenance of
pregnancy.
The role of progesterone in the
prevention of miscarriage in cases of
vaginal bleeding is unclear.
Although controversial, progesterone
may have a role in cases of recurrent
pregnancy loss. However, it is unclear if
whether treatment with progesterone would
improve the live birth rate in women with
recurrent pregnancy loss.
Administration of micronized vaginal
progesterone and oral dydrogesterone
during the first trimester seems to be safe.
Further studies are needed to
better define the role and best use
of progesterone in the prevention of
miscarriage.

A subsequent meta-analysis comprising 8 studies, including the PRISM
trial, and 4833 patients found the RR
of miscarriage to be lower in women
taking progesterone (RR, 0.7, 95% CI,
0.52-0.94).10 The quality of evidence,
however, was considered very low,
and when limiting the analysis to only
studies reporting live birth rates, no
significant difference was found with or
without progesterone supplementation.
Current guidelines reflect the lack of
certainty regarding progesterone treatment in threatened miscarriage. The
American College of Obstetricians and
Gynecologists (ACOG) guidelines state:
“For threatened early pregnancy loss,
the use of progestins is controversial
and conclusive evidence supporting
their use is lacking.”11 Similarly, the
United Kingdom’s National Institute for
Health and Care Excellence guidelines

affirm that the evidence is inconclusive
but “data from meta-analysis of several
small studies suggest that progestogens
are better than placebo.”12 Note that a
persistent limitation of these studies
is the inability to control for the presence of better-established causes of
pregnancy loss such as aneuploidy.

Recurrent pregnancy loss
The American Society for Reproductive
Medicine (ASRM) and the European
Society of Human Reproduction and
Embryology (ESHRE) define recurrent
pregnancy loss (RPL) as the spontaneous loss of 2 or more pregnancies.13,14
Previous definitions required 3 or more
pregnancy losses, and thus studies
comparing etiology, treatment, and
treatment outcome differ with regard
to RPL definition.
The most common cause of early
pregnancy loss is chromosomal abnormalities. They account for approximately 60% of early miscarriages, with
a lower prevalence in women with
more advanced gestation and among
those with RPL. 15 Other possible
etiologies of RPL include anatomical
factors, immunological factors such as
the antiphospholipid syndrome, and
endocrinological factors.14,16 Yet even
after comprehensive examinations, the
cause for RPL can be determined only
in less than 50% of couples.14.16
As progesterone is required for both
implantation and the maintenance of
pregnancy, it has been postulated that
a dysfunction in progesterone secretion or action could contribute to RPL.
The condition related to insufficient
progesterone action is known as luteal
phase deficiency. It could be primary, in
which no cause is found (idiopathic), or
secondary to other pathologies including thyroid or prolactin disorders. ASRM
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guidelines suggest a clinical diagnosis
of luteal phase deficiency when a luteal
phase lasts for 10 days or less.17 The
guidelines also state that short luteal
phases have been diagnosed in fertile
women and luteal phase deficiency
has not been proved as a cause of RPL.
Even if the luteal phase is of adequate
length, supplemental progesterone
might maintain an adequate immune
environment in women with a dysregulated response to the pregnancy.
Several studies have evaluated
the effect of progesterone supplementation in women with RPL.
Kumar et al evaluated dydrogesterone (20 mg/day orally) in 360
women with a history of 3 or more
pregnancy losses in a doubleblind, randomized, placebocontrolled study.18 The risk for another
miscarriage was higher in the placebo
group (RR, 2.4; 95% CI, 1.3-5.9). The largest trial (PROMISE; ISRCTN14163439),
evaluated 836 women between the ages
of 18 and 39 with a history of 3 or more
pregnancy losses.19 Patients in the study
group received 400 µg of micronized
progesterone twice daily from the time
of a positive urinary pregnancy test until
12 gestational weeks. The RR for live
births after 24 weeks of gestation in the
progesterone-treated group was 1.05
(95% CI, 0.94-1.15). The live birth rate
in the progesterone group was 66% and
in the placebo group 63%. The neonatal
outcomes were comparable. No effect
was found in the subgroups defined
according to maternal age or number of
previous miscarriages (3 or > 4). A post
hoc subgroup analysis by the number
of previous miscarriages (3, 4, 5, or > 6)
showed a nonsignificant trend toward
increased efficacy with increasing
number of previous miscarriages.
A Cochrane review on progesterone
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for preventing miscarriage in women
with RPL included 10 trials (1684
women).20 This meta-analysis revealed
an RR of 0.73 (95% CI, 0.54-1.00) for
miscarriage among women taking
progesterone. However, the quality of
evidence was moderate. A subgroup
analysis resulted in an RR of 0.59 (95%
CI, 0.34-1.01) in those with a history of
3 or more miscarriages.
Clearly, no universal agreement

The risks associated with natural
progesterone are unclear, and
using synthetic progestins in
pregnancy is not advisable.

exists regarding the use of progesterone
in women with a history of RPL. The
ASRM 2012 guidelines on the evaluation and treatment of RPL state that
“in patients with 3 or more consecutive
miscarriages immediately preceding
their current pregnancy, empiric
progesterone administration may be
of some potential benefit.” 16 ACOG
guidelines state that “women who have
experienced at least 3 prior pregnancy
losses may benefit from progesterone
therapy in the first trimester.”11 ESHRE
guidelines on RPL state that “vaginal
progesterone does not improve live
birth rate in women with unexplained
RPL” and “there is insufficient evidence
to recommend the use of progesterone
to improve live birth rate in women with
RPL and luteal phase insufficiency.”14

Safety of progesterone in
pregnancy
One factor that plays a role in a
clinician’s decision-making process,
apart from the specific treatment, is

treatment safety. In a case control
study, progesterone supplementation
was associated with an increased risk of
hypospadias (odds ratio [OR], 3.7; 95%
CI, 2.3-6.0). The risk remained elevated
even among cases that did not report
any additional subfertility procedures
or treatment (OR, 2.2; 95% CI, 1.0-5.0).21
However, the history of progestin intake
was evaluated by maternal interviews
after birth with a risk of recall bias. In
addition, in 30 of the 42 cases of
hypospadias, the type (progesterone or a synthetic progestin) and
duration of progestin treatment
were unknown. The risks associated with natural progesterone
are unclear, and using synthetic
progestins in pregnancy is not
advisable. In another case control
study involving 402 patients, the use of
dydrogesterone was associated with
congenital heart defects (adjusted OR,
2.71; 95% CI, 1.54-4.24).22 The study also
was at risk of a recall bias and did not
control for the indication for dydrogesterone treatment.
The PROMISE and PRISM trials
found no evidence for an increased
risk of congenital malformations in
women taking micronized vaginal progesterone. Although the studies were
not powered to do so, this finding is
reassuring. Despite limited data and low
quality, both Cochrane reviews regarding threatened abortion and RPL found
no increase in congenital anomalies in
women treated with progesterone. In
addition, controlled trials have shown
no increased risk of congenital anomalies, including genital abnormalities
resulting from progesterone exposure
in early pregnancy.
The ASRM concluded that there is
no evidence indicating that maternal
CONTINUED ON PAGE 26
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FINALLY, A NONHORMONAL MENOPAUSE SOLUTION*

EQUAL PARTS SCIENCE
†
AND SYMPTOM RELIEF
Only EQUELLE, a non-prescription dietary supplement,
alleviates menopause symptoms using hormone-f ree S-equol1-3*†
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QUANTIFIABLE
RELIEF†:
5 FEWER hot flashes
per day †‡
50 MIN more sleep
per night†§
IMPROVEMENT in
vaginal irritation†||

Visit EQUELLEHCP.com to see clinical
trial data, request samples, and more.

* Free from human or animal hormones. Contains trace amounts of plant isoflavones.
†These statements have not been evaluated by the Food and Drug Administration. This product is not intended to diagnose, treat, cure, or prevent any disease.
‡ In patients with >8 hot flashes at baseline (P=0.063 vs isoflavones).
§ Significant increases in sleep with EQUELLE (P=0.013 vs baseline). As compared to 16 minutes more with placebo (P=NS vs baseline).
||In patients with >9 vasomotor symptoms at baseline (P=0.012 vs placebo).
References: 1. Data on File. 1811 Study Report; Pharmavite LLC. 2. Jenks BH, Iwashita S, Nakagawa Y, et al. A pilot
study on the effects of S-equol compared to soy isoflavones on menopausal hot flash frequency. J Womens
Health. 2012;21(6):674-682. 3. Aso T, Uchiyama S, Matsumura Y, et al. A natural S-equol supplement alleviates hot
flushes and other menopausal symptoms in equol nonproducing postmenopausal Japanese women. J Womens
Health. 2012;21(1):92-100. 4. Muthyala RS, Ju YH, Sheng S, et al. Equol, a natural estrogenic metabolite from soy
isoflavones: convenient preparation and resolution of R- and S-equols and their differing binding and biological
activity through estrogen receptors alpha and beta. Bioorg Med Chem. 2004;12(6):1559-1567.
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PRACTICE MATTERS
Developing a
compensation plan
by BRIAN IRIYE, MD; and JIM KELLER, MD

T

he mean salary for an ob-gyn
in the United States, according to the Bureau of Labor
Statistics, is $239,120 annually.1 The question is; if every
physician were paid this amount as a flat
salary, would access be equal across the
board? Would quality? Would there be
resentment among those who feel they
are generating more revenue for their
group or health care system or performing better than their peers making the
same salary? Distributing revenue to
physicians to drive productivity and
thus patient access and better health
outcomes is the foundation of physician
compensation plans.
Physician compensation plans
have certainly evolved over the years,
especially as more physicians pursue
employment arrangements. However,
2 foundations have not changed. First,
compensation plans must be created
to provide successful physician recruitment, engagement, and retention,
while supporting the sustainability of
the practice or health system and its
mission. Second, the makeup of the
compensation plan should address
the following:
Salary guarantee
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Productivity
Value-based component
Teaching and administration,
and call stipend if appropriate
Although much attention is placed
on the development of a compensation plan, the plan is best thought of as
a live document designed to be modified based upon market changes and
challenges. For example, a plan that
emphasizes productivity may have
worked well in a fee-for-service world
but would not be sustainable in a highly capitated environment where care
management may be more valuable to
the health care system or practice than
unbridled clinical activity.
Knowing the relative value and risk
of each component is critical. Best
practices will increase the likelihood
of the compensation plan achieving
its intended goals for both the physician and the organization. In a highly
functioning organization, those goals
should be aligned.

Developing a
compensation plan
An article written for the Healthcare
Financial Management Association
(HFMA) describes a process aimed at
large medical groups but which that
can also be applied to smaller groups
trying to apportion revenue.2

1. Start with the basics
Benchmarks, although a very sound
recommendation, must be evaluated
with caution. They are often developed
with unvalidated data. Salary requirements are often set by region; however,
those that are necessary for a particular
service to be provided may differ based
upon urban or rural environments.
Sometimes, these environments are in
the same region. Benchmark salaries
may also be in a range that is inconsistent with the group practice’s viability.
Benchmarks can also differ from specialty to specialty within a group, which
could lead to intragroup conflicts.

2. Convene providers
In a small group it would not be unreasonable for all members to discuss the
elements of the compensation plan. Elements that will be reviewed mainly revolve
around the “value” portion of a compensation plan, such as quality metrics and
citizenship. In a large multispecialty group
practice, a balance must be weighed
between sufficient representation and a
group too large to effectively develop a
plan. As an ob-gyn, you need to ensure
your specialty is represented; this is because of the complex nature of the field,
which encompasses primary, specialty,
imaging, and surgical services.

3. Create guidelines and guardrails
Five principles can be adapted to any
compensation development plan:
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BE FAIR AND TRANSPARENT
USE UP-TO-DATE NATIONAL BENCHMARKS
USE MARKET-BASED BENCHMARKS
FOCUS ON VALUE-BASED CARE
ENSURE THE PLAN
IS FINANCIALLY SUSTAINABLE

4. Preserve the core
This step addresses the reality that 1 plan will not fit all.
It is important to keep the elements of the plan defined
(ie, productivity, value components) and define how
each element will be apportioned in any plan. This will
reduce the risk of individuals potentially defining new
values above of the compensation plan.

5. Human resources and leadership
communications partnerships
Nonsalary rewards must be considered when developing compensation plans. This is the case when different disciplines have different expectations such as
paid time off, continuing medical education allowance,
and so on. Clinicians must also appreciate the effect
of their benefit package on their total compensation.

6. Implementation
This is where many details need to be addressed. If this
is a new compensation plan, it must be clearly spelled
out and shared with clinicians. There must be a regular
flow of information concerning the clinician’s performance on both productivity and value metrics.
It is a mistake to underestimate the sensitivity of clinicians to a new or revised compensation plan, and in this
instance, no amount of communication could really be
considered excessive.

What your compensation plan may
look like
There are a limited number of ways in which to
measure a physician’s value and a limited number
of revenue sources to make up physician compensation. Revenue sources come from payers in the
form of fee-for-service payments: payment for each
encounter, capitation payments or payment for the
care of a population, and value payments or pay for
performance premiums. Some practices may also
receive stipends for providing teaching and
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Once the totality of the revenue pool is understood,
your practice or system will develop a plan using a
defined portion of guarantee, productivity, value and
stipends for teaching, administrative service, or call.
Ideally, physicians will be involved in the process. An
overview of the plan may be as follows2:

1

Total guaranteed salary

This is the simplest of approaches, but it requires a culture that
attracts and retains highly motivated clinicians. Some clinicians may
find this approach attractive, but unless there are guardrails to quickly
move underperforming providers out of a practice, resentment can
build and high performers may move on.

2

Total productivity

3

Revenue minus expenses

4

Base salary plus incentives

In general, productivity is measured in relative value units (RVUs),
by means of which a clinician is paid a predetermined amount for each
unit of clinical work they produce. The advantage of this approach
is that physicians tend to be very productive and can remain payer
blind when providing treatment. This model can lead to performing
low-value procedures or overcoding to increase RVU production. In
addition, without a value or administrative component, physicians
may shy away from performing non-RVU–based activities such as
quality and peer review as they do not see any personal value in their
performance. Because the physician is paid for all clinical activities,
they may be less sensitive to the cost of provision of care and how it
affects the organization.

Physicians may be comfortable with this scheme if they have
practiced in a private practice environment. It aligns them with
optimizing practice operations. Physicians may seek out means of
producing higher revenue, avoiding patients with a poor payer mix.
Alignment with office operations, seemingly a benefit, can turn into
micromanagement, with physicians interfering with those individuals
who are responsible for equitable and effective office operations.

This is the most common type of compensation plan that in a perfect world will promote productivity, and thus access, while preserving
alignment with other revenue sources. Ostensibly the most effective of
compensation models, this plan is also the most complex, with different clinicians gaining or losing based upon the weighted percentage
of each component—base salary and each portion of the plan’s incentive component. High RVU producers will favor a high percentage of
the incentive being based upon productivity, whereas active teachers
and skilled administrators will place a higher value on citizenship and
nonclinical work. The proportions can be altered depending upon
practice needs, but defining and measuring nonproductivity-based
elements is a much more complex task. Physician participation and
buy in is likely most critical in this model.
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PRACTICE MATTERS

As an ob-gyn, you need to ensure your specialty is represented; this
is because of the complex nature of the field, which encompasses
primary, specialty, imaging, and surgical services.
administration services and call pay.
The key is to have not only an accurate accounting of historical values
for these sources but a sense of where
they may be going. This requires
knowing the market (is your environment moving from fee for service to
capitation and if so how quickly?) and
understanding the local environment
(is your health care system reevaluating teaching and administrative roles
and stipends?).

Conclusion
Reliable compensation plans are
imperative as health care becomes

more complex. Nobody can argue
that physician engagement and performance not only drives improved
health outcomes but also leads to a
healthier health care system. As physicians seek employed models over
private practice, participating in the
creation and modification of compensation plans will drive engagement and
satisfaction leading to group stability
and long-term viability. Understanding your organization’s compensation
plan can help you optimize personal
revenue. In an upcoming issue we will
explore the evaluation of employment
opportunities, and your understanding

of compensation models is key.
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The role of progesterone in miscarriage CONTINUED FROM PAGE 22
exposure to progesterone increased the
risk of birth defects.23 In an overview
of birth defects reported between
1977 and 2005, 28 cases of a potential
link between dydrogesterone use and
congenital birth defects were reported.24
The type of defects showed no specific
pattern, suggesting that an association
between dydrogesterone use and birth
defects is unlikely. More importantly, an
estimated 10 million pregnant women
received dydrogesterone during this
period, also supporting the safety of
dydrogesterone in pregnancy. Clinical
studies of progesterone use during pregnancy, both oral and vaginal, support
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its tolerability and relatively minimal
adverse effects.

Conclusion
Current evidence regarding the role
of progesterone in early pregnancy is
inconclusive. It is likely that progesterone has no role in the treatment
of threatened miscarriage in women
without a history of previous miscarriages. It is plausible that in cases of
unexplained RPL, especially among
those who present with vaginal bleeding
and a history of multiple pregnancy
losses, progesterone may be of benefit.
Considering the apparent safety profile,

it is not surprising that many experts
still recommend and administer such a
treatment. Unfortunately, the evidence
remains unclear, and many questions,
such as the most appropriate indication, preferred dose, duration, route
of administration, number needed
to treat, and cost effectiveness, need
further study. 
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Current choices in
cervical cancer screening
by ILANA CASS, MD; AND CLAUDIA L. WERNER, MD

T

he Papanicolaou (Pap) smear
test came into widespread
use in the 1950s and is
considered to be the most
successful screening test in
modern medicine.1 For more than 5
decades, cervical cytology was the only
way to detect precancer or early invasive
cancer. The discovery of the causative
role of human papillomavirus (HPV)
in the 1970s has laid the foundation for
new ways to screen for, and potentially
eradicate, this largely preventable disease.2 Over the past decade, data have
strongly suggested that primary HPV
nucleic acid screening will eventually
supplant cytology-based technology.3
This evolution toward primary HPV
testing for optimal cervical cancer
screening will require considerable
provider support, patient education,
and updated laboratory technology and
procedures before existing cytologybased screening options (cytology alone
and cotesting) can be phased out.

The prevention of cervical cancer
can be primary or secondary. Cytology
and HPV screening provide secondary
prevention as they detect asymptomatic
precancer and early cancers. Primary
prevention focuses on the avoidance
of genital HPV infection and its consequences by the use of HPV vaccination
and behavioral steps such as condom
use and smoking cessation. We should
do everything we can to support primary
prevention efforts, particularly through
HPV vaccination as recommended by
current guidelines.4
At least half of the approximately
14,000 cervical cancers diagnosed
annually in the United States will
be in unscreened or underscreened
(not screened in the previous 5 years)
women.5,6 Cervical cancer disproportionally affects racial minority, rural, and
uninsured populations.7,8 It is essential to
expand access to all available, effective
cervical cancer screening options for
the most vulnerable populations. The

ILANA CASS, MD, is a gynecologic oncologist
and chair of obstetrics and gynecology at DartmouthHitchcock Medical Center in Lebanon, New Hampshire.
Cass also serves on the board of directors of the
Society of Gynecologic Oncology and is a member of
the Contemporary OB/GYN® Editorial Board.
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targeted use of any particular screening
modality in higher-risk populations
is not supported by evidence-based
guidelines; any effective screening is
the priority.

Current screening
components
CYTOLOGY: Cervical cytology can be collected as a conventional slide (“smear”);
cells are taken directly from the cervix
using a broom device or spatula (with
or without an endocervical brush) and
spread on a glass slide with immediate spraying with or immersion in a
fixative. Liquid-based cytology calls
for the similarly collected cells to be
transferred directly into a liquid fixation
and transport medium, a Pap “test.”
Conventional slide and liquid-based
cytology have equivalent performance
in the detection of cervical cancer and
its significant precursors.9,10 Liquidbased cytology now accounts for nearly
all cervical cytology testing in the United

CLAUDIA L. WERNER, MD, is a professor of obstetrics
and gynecology at the University of Texas Southwestern
Medical Center in Dallas, Texas. She is a full-time attending
physician at Parkland Health and Hospital System, where she
serves as medical director of the Community Gynecology
and Gynecology Dysplasia/Colposcopy Services
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Table 1. Comparison of Current Screening Options3,14,15
Advantages

Disadvantages

Cytology with reflex
HPV testing

• Proven efficacy
• Familiar to patients and providers

Cotesting

• Increased sensitivity
• Repeat at 5-year intervals
• May be more sensitive for adenocarcinomas

Primary HPV testing

• Increased sensitivity
• Repeat at 5-year intervals
• May be more sensitive for adenocarcinomas

• Less sensitive than HPV testing
• Requires repeat every 3 years to compen-

sate for limited sensitivity
• Double the number of tests compared

with primary HPV testing with little gain in
sensitivity
• Less familiar to patients and providers
• Unfamiliar to patients and providers

HPV, human papillomavirus

States, as automated slide preparation
and preliminary review are possible,
and the remaining transport medium
can be used for HPV and other testing.

HPV TESTING: By convention, HPV testing
refers to clinical testing only for either
13 or 14 high-risk HPV types. Cells are
collected from the cervix using the
same collection devices, technique,
and transport media as those recommended for cytology sampling. These
HPV types account for nearly all cervical
cancers.11,12 Some HPV tests provide
“genotyping.” This refers to testing that
specifically identifies HPVs 16 and
18, whereas the other high-risk HPVs
are detected within a pooled group.
HPVs 16 and 18 are considerably more
oncogenic than the others and their
detection may influence management.13
At this time, 5 clinical HPV tests are
available in the United States that are
US Food and Drug Administration
approved. Only 2 of these are currently
approved for primary HPV testing in
individuals aged 25 years and older
(cobas 4800 HPV Test, Roche Diagnostics; and BD Onclarity HPV Assay,
Becton, Dickinson and Company).
It is widely accepted that testing for
low-risk HPV types (types 6 and 11)
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has no role in clinical practice and it
is strongly discouraged; the presence
of these types does not increase the
risk of developing anogenital cancers.
Also, HPV testing should not be used to
screen for sexually transmitted infections, as it detects only a specific group
of genital HPV types at levels indicative
of an elevated risk of cervical intraepithelial neoplasia 3 or cancer (CIN 3+).
Therefore, a negative test does not mean
that HPV is not present.

Current screening options
Three effective screening options are
supported by clinical guidelines: cytology, cotesting, and primary HPV testing
(Table 1).3,14,15 They can be selected
based on patient and provider preference (shared decision-making optimal),
financial considerations (patient and/
or health care system resources), and
familiarity with the triage of results.16
Few labs are set up for primary HPV
screening, but this option is expected
to become more widely available in the
near future.

CERVICAL CYTOLOGY: Cervical cytology
screening can be ordered as cytology
alone but is most commonly ordered
with reflex HPV testing. Reflex HPV

testing is arranged in advance with
the clinical laboratory with established parameters for when an HPV
test should be performed once the
cytology results have been obtained.
Its main use is to stratify the risk of
CIN 3+ of an atypical squamous cell
of undetermined significance cytology, which is the most common and
lowest-risk Pap abnormality. Cytology,
usually with reflex HPV testing, remains
a mainstay of cervical cancer prevention and is highly cost-effective.17 It is
repeated at shorter intervals (3 years)
than cotesting or primary HPV testing
to compensate for its lower sensitivity
and less durable reassurance that CIN
3+ will not develop.18

COTESTING: Cotesting is cytology with a
concurrent HPV test. The HPV test is
carried out regardless of the Pap result,
even if that was negative. Concurrent
HPV negativity offers stronger reassurance that CIN 3+ is not present and will
not develop over the next several years
than cytology alone; this reassurance
allows for screening intervals to be
extended safely to 5 years.18-22 Cotesting
was deemed the preferred screening
modality (over cytology) in 2012 by
2 of 3 major gynecologic institutions23,24;
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however, this is not the case for the latest
guidelines.3,14 Disadvantages of cotesting include complex results to manage
appropriately and more expense
(doubles the number of tests), and it
is less specific than cytology alone.
Cotesting also results in more colposcopy referrals, which can lead to more
treatment of transient HPV infections
and lesions that may have regressed
over time without intervention.3,25

PRIMARY HPV TESTING: Primary HPV testing reverses the traditional cytologybased screening paradigm by obtaining the results of the HPV test first and
calling for a reflex cytology result only
if the specimen is HPV positive. The
rationale for this strategy is that the
presence of high-risk HPV infection
is necessary to develop CIN 3+ and
therefore there is no need for a cytology
test if the HPV test is negative. The HPV
positivity rate in the general population
varies between studies. The results of
1 large US study using the cobas test
found HPV positivity rates were higher
(10.5%) than the baseline abnormal
cytology rates (6.4%).25 For now, the
collection of cells is the same as for
cytology or cotesting. Contact with the
cervix, particularly the squamocolumnar junction, is not as critical for HPV
testing as for cytology, and therefore
self-collection by vaginal swab may
become an option in the foreseeable
future to determine who needs further
evaluation.26 Current guidelines call
for the triage of positive primary HPV
results by reflex cytology testing; the
paired results inform management
decisions.27-29 Reflex testing with more
precise technology for predicting the
presence of CIN 3+ risk may replace
cytology triage using candidates such
as p16/Ki67 dual staining.30-32
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HPV: Evidence behind
the evolution
Findings from numerous large,
randomized, controlled trials have
established that HPV-based testing
improves screening sensitivity compared with cytology, increasing the
detection of CIN 3+ in the first round
of screening by a factor of 2 to 3.33 The
absence of high-risk HPV is associated
with lower risks of developing CIN 3+
over longer intervals than is negative
cytology screening. 18,19,34-36 A large,
randomized US trial compared the
3 current screening strategies in women
25 years and older. The sensitivities for
the detection of CIN 3+ were cytology,
48%; cytology changing to cotesting at
age 30, 62%; and primary HPV testing,
76%.25 This increased sensitivity of
HPV-based testing comes at the cost
of decreased specificity and increased
referrals for colposcopy. Also, overreferral can lead to treatment of mild
and moderate severity lesions that may
regress spontaneously. It is important to
manage abnormal results according to
risk-based management guidelines that
seek to avoid overtreatment.28

Another argument in support of HPVbased testing is the relative and absolute
increase in cervical adenocarcinoma
incidence in the United States and
elsewhere over recent decades, despite
cervical cancer screening.37,38 Adenocarcinomas now make up 20% to 30%
of cervical cancers.5 This implies that
cytology screening identifies squamous
lesions vs glandular ones with greater
sensitivity and perhaps that identification of squamous precursors is more
effective in cancer prevention than the
identification of adenocarcinomas in
situ. It is hoped that HPV-based screening will be more sensitive than cytology
for identifying cervical adenocarcinoma
in situ and adenocarcinomas.
Although evidence shows that
HPV-based testing offers advantages
over cytology-based screening, there
is debate as to whether cotesting is
preferable to primary HPV testing; the
basis of debate is over sensitivity.39 The
concept of cervical cancer screening
without cytology can be unfamiliar
and unsettling to patients and providers alike. However, the incidence of
HPV-negative but cytology-abnormal

Table 2. Current Guideline Recommendations15
Begin
Age-specific
screening screening
USPSTF14

21 years

Screening modality and
frequency

21-29 years

Cytology every 3 years

≥30 years

1. Primary HPV testing every
5 years

2. Cotesting every 5 years
3. Cytology every 3 years
American Cancer
Society3

25 years

≥25 years

1. Primary HPV testing every
5 years*

2. Cotesting every 5 years
3. Cytology every 3 years
*Preferred screening modality
HPV, human papillomavirus; USPSTF, United States Preventive Services Task Force.
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tests preceding cervical precancer
and cancer is a relatively rare event; it
is estimated the cytology component
of cotesting would prevent 5 cervical
cancers per 1 million women per year.40
This small gain comes at a considerable cost, doubling the number of tests
performed and adding considerable
expense and resource utilization, not
to mention leading to the diagnosis
and overtreatment of lesser lesions.
No screening program is expected
to diagnose or prevent every case of
the target disease, and attempting do
so, particularly in the case of cervical
cancer, would be cost prohibitive
and misguided.41
It should be remembered that HPV
vaccination will continue to decrease the
prevalence of vaccine-type oncogenic
HPVs in the general population over
time. As precursor lesions and cervical
cancers become rarer, false-positive
cytologic abnormalities will become
more common and cytology screening
will become even less efficient.

Current guidelines
The most recent cervical cancer screening guidelines come from the United
States Preventive Services Task Force
(USPSTF)14 and the American Cancer
Society (ACS).3 The American College
of Obstetricians and Gynecologists, on
behalf of other stakeholder organizations, has issued a statement endorsing
the USPSTF guidelines (Table 2).15
Both major guidelines endorse all
3 screening options (cytology, cotesting, and primary HPV testing) for
individuals 30 years and older. There
are 2 major differences between them,
however. First, the USPSTF continues to
recommend that screening start at age
21, whereas the ACS now recommends
delaying the initiation of screening to

DECEMBER 2021

OBGYN1221_027-031_Gynecology.indd 31

QUICK
TAKES

Current guidelines recognize 3 highly effective ways to screen for
cervical cancer: cytology, cotesting, and primary human papillomavirwus
(HPV) testing.
Clinical HPV testing detects the presence of high-risk HPVs that account
for nearly all cervical cancers.

HPV-based screening is more sensitive than cytology and allows for longer intervals
between screenings.
Cotesting offers little advantage over primary HPV testing and comes at greater cost.
Disparities in cervical cancer incidence can be countered by screening using any
guideline-supported modality with evidence-based management of abnormal results.

age 25, beacuase of the rarity of cervical
cancer below this age and the potential
for overtreatment of lesions destined to
spontaneously regress.
Second, the USPSTF recommends
that individuals aged 21 to 29 years be
screened with cytology every 3 years
because of the higher rate of HPV positivity in this age group; thereafter, any of the
3 screening modalities can be used, with
shared decision-making encouraged.
The ACS recommends primary HPV
testing every 5 years as the preferred
screening modality from age 25 on; if
primary HPV testing is not yet clinically available, screening with cotesting
every 5 years or cytology every 3 years
is acceptable. The ACS recommends
phasing out cytology and cotesting as
soon as primary HPV testing can be
implemented. The rationale for primary
HPV testing supplanting cytology is its
greater sensitivity for detecting current
CIN 3+ and superior reassurance that
CIN 3+ will not develop over the next
5 years compared with a negative cytology. The ACS acknowledges that very
few settings are ready for this transition
in terms of laboratory infrastructure.

Conclusion
Preventing cervical cancer is a process. Primary prevention with HPV

vaccination and secondary prevention
with effective screening remain the
priorities. As vaccine uptake increases,
cytology screening is expected to
become less efficient. Cervical cancer
screening will continue to evolve along
with our understanding of HPV biology
and technological advances. Ultimately,
a highly accurate and cost-effective test
with streamlined triage and management of abnormal results will translate
into the best outcomes for the most
individuals. Clinical guidelines are shifting from cytology to HPV-based testing,
with primary HPV testing presenting the
most advantageous balance between
sensitivity, specificity, and cost. During
this time of transition, it should be
remembered that the best strategy is
to screen as many women as possible
using any of the 3 strategies approved
by current clinical guidelines. 
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How to diagnose and treat
vaginal discharge syndromes
by BOB KRONEMYER

A

study published in Clinical Infectious Diseases found that 42% of women experiencing vaginitis
symptoms were not given the appropriate prescription and that women
without infections, who received empiric treatment, were significantly
more likely to have recurrent visits
within 90 days compared with those
not receiving treatment.1
Despite the prevalence of vaginal
symptoms, diagnosis of bacterial vaginosis (BV), vulvovaginal candidiasis (VVC), and trichomonas vaginalis
(TV) is not standardized, according to
study investigators.
The study enrolled 303 symptomatic
women from 8 clinics affiliated with the
University of Pittsburgh Medical Center
between July 2017 and March 2018. Patients had a mean age of 29.4 years, 90%
were not pregnant, and 79% were White.
At the time of presentation, all women had at least 1 of the following symptoms: abnormal vaginal discharge
(68%), vaginal malodor (46%), vulvarvaginal itch (44%), and vulvar discomfort (burning, pain, irritation; 42%).
Overall, 64% of women reported
more than 1 complaint consistent
with vaginitis. Also, 38% of women reported vaginitis treatment in the past
30 days, with 18% of the study population reporting use of antifungals and
14% reporting the use of oral or vaginal
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metronidazole in the previous month.
suboptimal care,” wrote the authors.
Participants were evaluated per
“Significant time burdens placed on
standard office-based practice, with
primary care providers and the time
27 clinicians providing data. In total,
and effort necessary to perform inex35% of visits were conductpensive point-of-care tests
ed by physicians and 65%
are likely balanced against
The study
by advanced practice proresults suggest other competing priorities.”
viders, such as nurse midNonetheless, a shift in
the current
wives, physician assistants,
models of care may be indiapproach to
and nurse practitioners.
cated for women with vagimanagement nal discharge syndromes,
Point-of-care tests were
of vaginal
rarely performed: vaginal pH
according to the authors,
(15%), potassium hydroxide/
which would require a
discharge
whiff (21%), and wet mount
combination of sensitive
provides
microscopy (17%). Overall,
and specific laboratory
suboptimal
290 women had evaluable
testing, careful patient evalcare.
vaginal swab samples.
uation, and clinical judgOf the 170 women having
ment to accurately provide
a laboratory-diagnosed cause of vagia diagnose for women presenting with
nitis, 47% received 1 or more inapprosymptoms of vaginitis.
priate prescriptions.
Asking women who contact a cliniFurthermore, among the 120 womcian’s office with vaginal symptoms
en without BV, TV, or VVC, 34% were
to provide self-collected vaginal swab
prescribed antibiotics and/or antisamples, which have been shown to
fungals, with 5% receiving both antibe equivalent to clinician-collectfungals and antibiotics, 7% receiving
ed samples, might be one approach
antifungals alone, and 23% receiving
for testing.
either oral or vaginal metronidazole
Prescriptions can also be written to
for BV.
cover the specific pathogens identiFor women without infectious vagified. Women with no identifiable innitis, return visits for vaginitis sympfectious etiology could then be countoms were much more common
seled that no antifungal or antibiotic
among women treated empirically
therapy is necessary. 
compared with those without treatREFERENCE
ment: 22% vs 6% (P = .02).
1. Hillier SL, Austin M, Macio I. Diagnosis and
“The results of the present study sugtreatment of vaginal discharge syndromes in
gest that the current approach to mancommunity practice settings. Clin Infect Dis. 2021
May 4;72(9):1538-1543. doi:10.1093/cid/ciaa260
agement of vaginal discharge provides
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Menopause preparedness for patient,
provider, and policy maker
by BOB KRONEMYER

A

more standardized approach to menopause preparedness, including educating both patients and
providers, is needed to improve care
and quality of life for women during
and after menopause, according to a
study in the journal Menopause.
The working group of 13 experts
convened by the Society for Women’s
Health Research also proposed considering policy solutions to address regulatory barriers of care. In addition, providers need to factor in the diverse needs of
women experiencing menopause in the
development of their personalized care.
The experts encompass patient advocates and policy leaders, as well as clinical specialists and investigators in gynecology, reproductive endocrinology,
psychiatry, and epidemiology.
“Menopause is often stigmatized and
framed as if it were a disease, as opposed
to a natural part of a woman’s life cycle,”
wrote the study authors. “A holistic patient care model that emphasizes earlier and more robust education about the
menopause transition for patients and
providers would aid in the normalization of this life transition and improve
quality of life for patients.”
The menopause transition can span
up to 20 years. Some postmenopausal
women are also at increased risk for
serious health conditions such as cardiovascular disease, osteoporosis, and
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diabetes. Because of increased life expectancy, a woman’s postmenopause
phase may represent up to 40% of
her life.
But without adequate preparation
and/or symptoms being well managed, the menopause transition may
exacerbate conditions that impair quality of life and life expectancy.
Therefore, the authors advise
providers to prepare women
from as young as 35 years for
better overall health during
the menopause transition
and post menopause.
A personalized approach
to care is recommended because menopausal symptoms and experiences vary
widely. These are based on age of onset,
overall patient health, and the patient’s
specific type of menopause.
Providers should consider which
symptoms an individual is experiencing are impeding quality of life, along
with available interventions: medical,
lifestyle, and/or behavioral.
Structured physical activity and yoga
are 2 lifestyle interventions that can improve perimenopausal and postmenopausal quality of life. However, although
aerobic exercise is an effective approach
to managing mood, its usefulness has
not been proved for managing vasomotor symptoms (VMSs). Cognitive behavioral and mindfulness-based therapies
are often efficacious in managing the
bother and interference of VMS.

Furthermore, provider training may
help curtail the use of custom-compounded hormone products that are
not regulated by the Food and Drug Administration and lack evidence of safety
or efficacy.
The investigators also propose an
enhanced medical curriculum on
menopause, not only for obgyns but for the spectrum
of health care providers for
women in midlife, including primary care and mental
health professionals.
“Without menopausespecific education, providers can easily misunderstand or dismiss
menopause symptoms related to irregular menstrual cycles or
heavy bleeding, mood, vaginal symptoms, and disordered sleep,” wrote
the authors.
Collecting data from diverse populations on the intersections of menopause
and race, gender, culture, and socioeconomic status will better inform key
stakeholders on developing personalized care, according to the authors.
In addition, the intentional accommodation of menopause in the workplace, for example through flexible
leave policies, is needed.

POSTMENOPAUSE
MAY REPRESENT
UP TO

40

%

OF A WOMAN’S
LIFE.
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Identifying teen
menstrual disorders
by MIRANDA HESTER

M

uch like a person’s
pulse rate, body temperature, respiration
rate, and blood pressure, menstruation can serve as a vital sign of a female’s health. Any menstrual issues can indicate underlying
health concerns.
At the virtual 2021 American Academy of Pediatrics National Conference
& Exhibition, Selma F. Witchel, MD,
FAAP, professor of pediatrics at UPMC
Children’s Hospital of Pittsburgh in
Pennsylvania, discussed the difference between normal and abnormal
menses, the available toolbox, common irregular menses situations, and
what to consider with menses in special populations.1
The median age at menarche is
12.43 years. Normal menarche has
a flow length of less than or equal to
7 days. The cycle interval is irregular
during the first gynecologic year, 21 to
45 days during the second gynecologic
year, and 21 to 35 days from third gynecologic year until menopause.
Therapies available to use with
menstrual disorders include combined oral contraceptives, the vaginal
ring, depot medroxyprogesterone acetate, progestin-containing intrauterine devices, gonadotropin-releasing
hormone (GnrH)-superagonists, and
etonogestrel subdermal implants.
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Witchel then reviewed common
irregular menstrual concerns
including the following:

Menses too early. A cause of early menstruation is precocious puberty. This
can be either GnRH dependent or
GnRH independent. Isolated vaginal
bleeding with no signs of puberty is a
diagnosis of exclusion and can be the
result of sexual abuse, infection, vaginal foreign body, ovarian cyst, hypothyroidism, or pinworm endometritis.

Minimal breast development and delayed
menses. Turner syndrome may be the
cause in girls with short stature, cubitus valgus, shortened fourth metacarpals, short neck, high arched palate,
neurosensory hearing loss, scoliosis,
and Madelung deformity. It should be
treated with growth hormone.

Secondary amenorrhea. Stress, pregnancy, traumatic brain injury, eating
disorders, and diabetes can all lead
to secondary amenorrhea. Polycystic
ovary syndrome (PCOS) is another
cause and can be treated with lifestyle
modiﬁcation, combined oral contraceptives, and metformin.

Breast development and no menses. Causes can include androgen insensitivity,
anatomical anomalies, or Mayer-Rokitansky-Küster-Hauser syndrome,
which may require surgery.

Signs of abnormal menses
Menses lasting more than 7 days
Initially regular menses becoming
irregular
Menses requiring pad/tampon
changes every 1 to 2 hours and
throughout the night
No menses by age 15 years with
appropriate pubertal development
No menses within 3 years of the
onset of breast development
cysts can all cause heavy menstrual
bleeding. Bleeding disorders should
be considered if there is a family history, menorrhagia since menarche, or
a personal history of bleeding.
In addition, Witchel discussed menstruation in adolescent girls with disabilities. Menstrual management or
suppression is often desired by this
group, she said, and providers should
engage in shared decision-making
when possible.
Some physical disabilities may
make some forms of menstrual hygiene more difficult or undesirable.
Medications may cause hyperprolactinemia and interactions may occur
between some seizure medications
and sex steroids. A hysterectomy is not
considered appropriate management
in this group. If it’s being considered
as a last resort, Witchel recommended
a consult with an ethics committee. 
REFERENCE
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Wonderful opportunity for an OB/GYN physician to
move into an established and thriving practice located
in Southwest Houston, TX. The practice, with a strong
referral base, is looking to add a 3rd practitioner.
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Work load is 20-25 patients per day with approximately
10-15 deliveries per month.
Practice only accepts private insurances. Robotics training
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HELP YOUR PATIENTS

BREAK THE CYCLE

OF RVVC.

Around 50% of women who have a simple
yeast infection (VVC) will likely experience
a recurrence, with 6-9% developing recurrent
vulvovaginal candidiasis (RVVC).1,2
Chronic yeast infection, RVVC, is defined as

3

OR MORE

EPISODES
WITHIN A
PERIOD

which makes it a distinctly different
condition than VVC.3

Be ready to face RVVC
Your patients may not be telling you everything
about living with RVVC. Women living with RVVC
feel and experience RVVC not only physically, but also
emotionally, with repeated symptoms of frustration,
isolation, and depression.4-6 RVVC impacts patients’
satisfaction with life and relationships, so recognizing
RVVC is the first step toward helping your patients
break the cycle.6,7
Recognize RVVC and face it together.

RVVC impacts women’s
romantic relationships,
self-esteem, and social
and professional lives—
76% of women said
RVVC is distressing and
96% of women modified
their lifestyle to adapt
to RVVC. 4-6,*
*In a survey of 206 adult women
living with RVVC.

Help break the cycle of RVVC.

Visit OverRVVC.com/HCP
References: 1. Zeng X, Zhang Y, et al. Risk factors of vulvovaginal candidiasis among women of reproductive age in Xi’an: a cross-sectional study. Biomed Res Int.
2018:9703754. 2. Sobel JD. Recurrent vulvovaginal candidiasis. Am J Obstet Gynecol. 2016;214(1):15-21. 3. Centers for Disease Control. Vulvovaginal candidiasis (VVC).
CDC.gov. Accessed September 20, 2021. https://www.cdc.gov/std/treatment-guidelines/candidiasis.htm. 4. Aballéa S, Guelfucci F, Wagner J, et al. Subjective health status
and health-related quality of life among women with recurrent vulvovaginal candidiasis (RVVC) in Europe and the USA. Health Qual Life Outcomes. 2013;11:169. 5. Data on
file. Mycovia Pharmaceuticals. 6. Nyirjesy P, Peyton C, Weitz MV, et al. Causes of chronic vaginitis: analysis of a prospective database of affected women. Obstet Gynecol.
2006;108(5):1185-1191. 7. Irving G, Miller D, Robinson A, et al. Psychological factors associated with recurrent vaginal candidiasis: a preliminary study. Sex Transm Inf.
1998;74:334–338.
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